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Pathology 


EXPERIMENTAL PATHOLOGY 


601. An Anatomical Approach to Poliomyelitis 
D. H. M. and J. W. Mitten. Lancet [Lancet] 
1, 364-367, Feb. 21, 1953. 3 figs., 9 refs. 


The work on which this article is based is an extension 
of that of Field and Brierley (Brit. med. J., 1948, 1, 1167), 
who introduced indian ink into the subarachnoid space 
of rabbits and traced the distribution of its particles 
through the cerebrospinal fluid. They concluded that 
the distribution of these particles was analogous to that 
of the virus of poliomyelitis, and considered that the 
cerebrospinal fluid played a more important part in the 
pathogenesis of the disease than had hitherto been 
recognized. 

In the present paper are described the results of 
injecting a colloidal carbon indicator into the cranial 
subarachnoid space of newly-born rats, which were then 
returned to their mothers. The injections were repeated 
daily, and the animals were killed at intervals up to 3 
weeks. The carbon particles were found to have col- 
lected (1) in the prevertebral lymph nodes, which were 
seen as black masses laden with carbon; (2) around the 
nerve roots in cuffs, which were particularly obvious 
round the roots supplying the brachial and lumbo-sacral 
plexuses; and (3) in the perivascular spaces of the spinal 
cord, which contained large amounts, especially around 
the vessels of the anterior horn. These results confirmed 
the finding of Brierley that inert particles, larger than the 
virus of poliomyelitis, can pass from the abdominal 
lymph nodes to the perivascular spaces of the spinal cord. 

The authors then discuss the nature and function of the 
perivascular spaces of the cord, affirming that the main 
function of these spaces may be to act as a fluid cushion 
between the nerve cells and the contracting and expanding 
vessels of the brain and spinal cord. They quote the 
work of Burrows, who believes that pressure of an 
exudate in the perivascular spaces is the cause of damage 
to, and final destruction of, the anterior horn cells in 
poliomyelitis, and they then proceed to correlate the 
anatomical distribution of carbon particles injected into 
the subarachnoid space with the symptomatology of 
poliomyelitis, supposing the virus were distributed in 
the same way. [In a great many cases of poliomyelitis 
there is no such orderly sequence of “ stages’’ as the 
authors describe.] 

Finally the authors advocate the trial of intravenous 
administration of hypertonic saline combined with 
intrathecal injection of antibiotics in the treatment of 
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experimentally produced poliomyelitis, as this would 
promote the circulation of the cerebrospinal fluid in the 
perivascular spaces and so tend to remove the virus. 
However, they [rightly] point out that any conclusion 
which is based on the assumption that the poliomyelitis 
virus behaves as an inert particle similar to those injected 
experimentally must be guarded. [Certainly supporters 
of the “ axonal”’ theory of the pathogenesis of polio- 
myelitis would treat this assumption with reserve.] 
Ruby O. Stern 


602. The Effect of Denervation on the Regeneration of 
Skeletal Muscle after Injury 

J. H. SAUNDerRs and H. A. Sissons. Journal of Bone and 
Joint Surgery [J. Bone Jt Surg.) 35B, 113-124, Feb., 
1953. 14 figs., 10 refs. 


In this study of the histological processes and end- 
results in the regeneration of injured, denervated muscle, 
made at the Institute of Orthopaedics, London, the belly 
of both gastrocnemius muscles of 86 rats was crushed by 
artery forceps 3 weeks after the sciatic nerve on one side 
had been divided and | cm. of its trunk excised so as to 
make certain of complete denervation of the muscle. 
The animals were then killed at intervals ranging from 
2 hours to 32 weeks and the processes of necrosis and 
repair studied and compared in the innervated and de- 
nervated muscles. 

The results confirmed those obtained by Kirby as long 
ago as 1892 (which are not well known), namely, that the 
repair of muscle tissue is- independent of its connexion 
with the central nervous system. No differences were 
found in the time needed for regeneration or in its 
quantity or quality between denervated and fully 
innervated muscle. 

[It is worth recalling that, just as muscle regenerates 
after severance of the lower motor neurone, so does 
repair of bone proceed undisturbed by complete lesions of 
the upper motor neurone as seen, for example, in fractures 
of the paralysed limb in complete paraplegia.]} 

L. Michaelis 


603. The Effect of Cortisone on the Regeneration of 
Skeletal Muscle After Injury 

H. A. Sissons and G. J. HADFIELD. Journal of Bone and 
Joint Surgery [J. Bone Jt Surg.) 35B, 125-130, Feb., 1953. 
9 figs., 11 refs. 


In experiments carried out at the Institute of Ortho- 
paedics and St. Bartholomew’s Hospital, London, it 
was found that, as with a variety of other tissues, cor- 
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tisone delayed repair of the muscles of young growing 
rabbits which had been injured experimentally by crush- 
ing. The results were compared in three groups of 
animals, the first group being given cortisone daily in 
subcutaneous injections of 10 mg. per kg. body weight, 
the second group 20 mg. per kg. body weight, while the 
third group, not given cortisone, acted as a control. 

While a delay in starting regeneration and a slowing 
down of its progress were clearly established, full regenera- 
tion did eventually occur. It thus appears that the 
effects of cortisone in inhibiting repair processes in muscle 
are much less than those in bone, the authors having 
previously shown (Brit. J. Surg., 1951, 39, 172) that in 
experimental fractures in animals receiving cortisone 
there was no evidence of union of the bone fragments as 
late as 21 days after injury. It seems probable that the 
different process of repair in these two tissues—by 
mitotic cell division in bone and by extension of the 
severed cytoplasmic syncytium in muscle—may explain 
the difference in the sensitivity of these tissues to corti- 
sone. The authors further suggest that the initial delay 
in regeneration may be dye to adrenal hyperactivity as 
part of a stress syndrome caused by the injury. 

L. Michaelis 


HAEMATOLOGY 


604. A Study of the Erythrocyte Sedimentation Rate in 
Metastatic Cancer of the Bones. (Etude de la vitesse de 
sédimentation dans les cancers secondaires des os) 

S. pe Szze, —. FLAMAND, and —. DesMICHELLE. Bulletins 
et mémoires de la Société médicale des hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris| 69, 162-169, Feb. 13, 1953. 
1 fig. 


The authors agree that previous work by various 
authors on the influence of cancer on the erythrocyte 
sedimentation rate (E.S.R.) has shown that cancers can 
be divided into three groups, of which the first (for 
example, carcinoma of the breast) cause no appreciable 
change in the E.S.R., even when there is ulceration, the 
second (tumours of the lung and digestive tract) are 
usually associated with infection and nearly always with 
an accelerated E.S.R., while the third, though not 
infected, invariably give a higher reading; this group 
comprises tumours of the testicle, ovary, uterus, and 
kidneys. 

In the study here reported the authors determined the 
E.S.R. in 40 cases of metastatic growths of various types 
in bone, the rate in 18 cases of Pott’s disease and 20 
of osteoporosis being determined for control purposes. 
They found that the rate was constantly and considerably 
accelerated in cases of carcinoma, the average reading 
being between 40 and 90 mm. in the first hour; in the 
cases of Pott’s disease the acceleration was of a lower 
order, while in the osteoporotic cases (with the exception 
of 2 cases) the rate was nearly normal. A single metas- 
tatic deposit sufficed to raise the E.S.R. (the primary 
tumour having been removed), and this rise appeared to 
be independent of the presence of anaemia or infection. 
Carcinoma of the prostate gave the highest readings and 
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tumours of the digestive tract the lowest. The finding of 
normal E.S.R. should, therefore, throw doubt on the 
diagnosis of metastatic cancer of bone. 
[The method of estimation of the E.S.R. is not men- 
tioned, but presumably it was that of Westergren.] 
D. Preiskel 


605. The Reproducibility and Constancy of the Platelet 
Count 

G. BRECHER, M. SCHNEIDERMAN, and E. P. CRONKITE. 
American Journal of Clinical Pathology {Amer. J. clin. 


Path. 23, 15-26, Jan., 1953. 18 refs. 


At the U.S. National Institutes of Health the authors 
investigated the accuracy of platelet counts on venous 
and capillary blood from 13 healthy male subjects, using 
a phase-contrast microscope. Venous blood collected 
in silicone-coated test-tubes and capillary blood taken 
direct from a finger was diluted | in 100 with a 1°% 
solution of ammonium oxalate. The platelets were 
allowed to settle for 15 minutes in a counting chamber 
with a flat bottom and covered with a No. 1 cover slip. 
(It is emphasized that a flat-bottomed chamber and a 
thin cover slip are essential for phase-contrast micro- 
scopy.) To prevent drying, the chamber was placed in 
a Petri dish with a moistened pledget of cotton wool. 
The platelets are easily recognizable under the phase- 
contrast microscope, appearing as individual round or 
oval bodies with a pinkish or purple sheen. Eight 
counts were made on each sample of venous blood and 
one on each of 8 successive drops of capillary blood 
from each of the 13 subjects on 4 separate occasions 
during the course of several weeks. 

The mean of all counts on capillary blood was 242,000 
per c.mm., and of those on venous blood 248,000 per 
c.mm., the difference of 24°% being statistically highly 
significant. Moreover, the variation between individual 
counts on capillary blood was approximately twice as 
great as with venous blood, the latter being no more 
than that calculated to result from errors inherent in the 
haemocytometer method. These differences between 
venous and capillary blood are considered to be probably 
due to dilution of the latter with tissue fluid and to loss 
of platelets in the puncture wound. 

The authors conclude that platelet counts made with 
the phase-contrast microscope on venous blood collected 
in siliconed vessels and rapidly diluted with a suitable 
anticoagulant reflect the circulating platelet level with an 
accuracy which is dependent only upon the number of 
counts made on each sample. Other methods of platelet 
counting are discussed and compared. 

Kate Maunsell 


606. Iron Metabolism: Clinical Evaluation of Iron 
Stores 

A. R. Stevens, D. H. CoLeMAN, and C. A. FINCH. 
Annals of Internal Medicine {Ann. intern. Med.] 38, 199- 


205, Feb., 1953. 3 figs., 5 refs. 


The authors assessed the significance of the amount 
of haemosiderin contained in the sternal marrow of 
298 patients at the King County Hospital, Seattle, 
Washington. The specimen, obtained in the usual 
manner, was mixed with sodium citrate, and smears were 
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made from marrow particles. The haemosiderin 
granules could be seen without staining under an oil- 
immersion lens, and with practice it was unnecessary to 
employ a special stain. 

The amount of haemosiderin in the marrow of.women 
was found to be less than that in the marrow of men in all 
conditions except iron-deficiency anaemia, when it was 
generally absent in both sexes. The authors claim that 
by the use of this technique it is possible to assess the 
need for therapy, as only those patients with marked 
reduction or absence of storage iron are likely to respond 
to iron; and that it is particularly useful in the anaemia 
of infection, which is often associated with a low serum 
iron level but in which there are ample iron reserves, so 
that the condition does not need treatment with iron 
compounds. 

[The conclusions reached by the authors agree with 
those of workers in Great Britain and confirm that the 
estimation of iron content should be an essential part of 
the marrow examination.] R. F. Jennison 


MORBID ANATOMY AND CYTOLOGY 


607. The Morbid Anatomy of the Brain in Delirium 
Tremens. (Uber die Hirnbefunde bei Delirium tremens) 
G. ZaHND. Monatsschrift fiir Psychiatrie und Neuro- 
logie [Mschr. Psychiat. Neurol.] 125, 103-125, Feb., 1953. 
1 fig., 13 refs. 


In order to determine the site of the damage to the 
brain in delirium tremens, a systematic histological study 
was made [at the University of Berne] of the brains of 
12 patients dying with unequivocal symptoms of the 
disease. The commonest change found in the ganglion 
cells was the nuclear disintegration characteristic of toxic 
psychoses. The diffuse process was, in the great majority 
of cases, more marked in the cortex than in the brain- 
stem, the latter being more severely affected only in 
those cases in which the clinical picture had tended to 
resemble that of Korsakoff’s syndrome. 

These findings rule out the possibility of a purely 
diencephalic causation of the state of delirium.—[From 
the author’s summary.] 


608. Struma Reticulosa: a Reconsideration of the 
Undifferentiated Tumours of the Thyroid 

D. B. Brewer and J. W. Orr. Journal of Pathology and 
Bacteriology {J. Path. Bact.] 65, 193-208, Jan., 1953. 
20 figs., 24 refs. 


In an analysis of 65 cases in which a diagnosis of 
cancer of the thyroid had been made, the authors, 
working at Birmingham University, found 10 cases of 
undifferentiated tumour of the type commonly called 
reticulosarcoma and sometimes lymphosarcoma or 
small-celled carcinoma. A _ study of the literature 
revealed 13 cases of reticulosarcoma and 21 of lympho- 
sarcoma or small-celled carcinoma, and these, with the 
authors’ 10 cases and 3 additional ones, were reviewed. 
it was found that 8 of the 47 patients had survived for 
considerable periods after operation without recurrence, 
in One instance for as long as 17 years. The authors give 


reasons for regarding as ** unproved the view that these 
lesions are neoplastic in the ordinarily understood sense ”’, 
and suggest adoption of the term “ struma reticulosa ”’ 
until more information is available. Necropsy reports 
were available for only 9 of the 39 fatal cases, but in 8 
of them metastases were reported in the gastro-intestinal 
tract as well as in local lymph nodes. 

The authors were unable to determine the histological 
criteria for differentiation between benign and malignant 
tumours of this type and make a plea for publication 
of further cases, including especially follow-up reports 
and post-mortem findings. 

[Excellent photomicrographs are reproduced.] 

L. Michaelis 


609. Tuberculomata and Rounded Foci. (Tubercu- 
lomes et foyers ronds) 

~. SANTY -. BERARD —. GALY, and —. PRIGNOT. Revue 
de la Tuberculose [Rev. Tuberc. (Paris)| 16, 1075-1119, 
1952. 23 figs., bibliography. 


Recent progress in thoracic surgery has re-awakened 
interest in tuberculomata and rounded foci in the lung. 
Working at Louvain and Lyons, the authors have studied 
the chronic forms of these lesions as they appear in the 
course of the development of pulmonary tuberculosis. 
The study was made on biopsy specimens and was 
concerned especially with the anatomical structure and 
development of the foci, investigation of the latter being 
aided by serial radiography. The following types are 
described. (1) Progressive tuberculomata, which were 
without caseation or signs of successive periods of 
caseation and which were laminated in radiological 
appearance, were found in 20 cases: the initial nodule in 
these cases was thought to be a reinfected focus, or more 
rarely. a primary focus, often calcified, or a small cavity. 
(2) Homogeneous caseous foci, without lamination and 
non-progressive, indicative of initial massive caseation 
which had been secondarily encysted. Large foci of this 
type often developed into caseating, thick-walled cavities, 
but when the focus was small, such cavities often re- 
gressed. (3) A focus consisting of conglomerated 
tubercles; this was the usual initial tuberculous lesion 
and had a rounded, homogeneous appearance due to the 
surrounding pulmonary collapse. This type was often 
found in foci undergoing regression, and was particularly 
common in lungs collapsed by artificial pneumothorax. 
(4) Cavities full of caseous material; these were rare. 
Rounded scars of old cavities were signs of regression. 
The origin, development, and structure of this type 
distinguished them completely from tuberculomata, with 
which they are often confused. (5) The last type 
consisted of complex foci and primary giant granu- 
lomata. The value, from the point of view of treatment, 
of making an exact diagnosis of these lesions is discussed. 

Walter H. H. Merivale 


610. Juvenile Aponeurotic Fibroma (Calcifying Fibroma). 
A Distinctive Tumor Arising in the Palms and Soles of 
Young Children 

L. E. Keaspey. Cancer [Cancer (N.Y.)] 6, 338-346, 
March, 1953. 9 figs., 18 refs. 
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611. Serous Mesaortitis. (Uber serése Mesaortitis) 

K. W. Hommericu. Virchows Archiv fiir pathologische 
Anatomie und Physiologie und fiir klinische Medizin 
[Virchows Arch. path. Anat.] 322, 282-297, Oct. 9, 1952. 
6 figs., 23 refs. 


From his findings at necropsy at the Pathological 
Institute of the Charité, Berlin, in 3 cases of spontaneous 
rupture of the aorta the author concludes that oedema of 
the aortic media is of great importance in weakening it 
and so rendering it liable to rupture. He holds that this 
medial oedema is an inflammatory process (“ serous 
mesaortitis *’) and is not of degenerative or mechanical 
origin. It may be followed by other inflammatory 
changes. 

As the toxic oedematous fluid spreads through the 
tunica media, histolysis of cells and fibres occurs, so that 
fluid-filled grooves and gaps are formed, splitting up 
and weakening the muscular and elastic layers and 
eventually leading to rupture under severe mechanical 
stress. When healing occurs it closely resembles that 
seen in other chronic serous inflammations, namely, by 
a sclerotic increase in connective-tissue fibres without 
cell-division. The author points out that failure to 
demonstrate these changes in the ruptured aorta is no 
proof that they have not occurred, as they may have been 
obscured by the effects of the rupture itself. It is 
exceedingly unlikely that pressures high enough to 
rupture the normal aorta are ever developed, but a much 
lower pressure would suffice to rupture an aorta in 
which serous mesaortitis is present, the pressure needed 
probably being not much above the upper limit of 
normal. 

[Though the author labours rather heavily the inflam- 
matory nature of the medial defects in the aorta, he never 
makes it clear what he thinks their origins are. While 
these defects undoubtedly occur, and may very well pre- 
dispose to rupture of the aorta, this paper hardly advances 
our knowledge of the mechanism by which they are 
produced.] C. L. Oakley 


612. The Investigation by Aspiration Biopsy of the 
Changes in the Liver following Hepatitis. (Uber aspira- 
tionsbioptische Untersuchungen posthepatitischer Leber- 
veranderungen) 

L. Benpa, E. Risset, and H. THALER. Virchows Archiv 
fiir pathologische Anatomie und Physiologie und fiir 
klinische Medizin [Virchows Arch. path. Anat.] 322, 249- 
281, Oct. 9, 1952. 8 figs., 48 refs. 


On the basis of the results of liver biopsy on 48 
patients (32 men and 16 women) at the First Medical 
Clinic, University of Vienna, the authors describe the 
pathological changes seen in the liver after vira! hepatitis. 
These changes, which are of markedly varying extent and 
severity, consist in a degenerative process in both the 
cytoplasm and nuclei of the liver cells, leading to 
cellular swelling originating at the centre of the lobule 
and spreading, though with decreasing intensity, to its 
periphery. Free red bodies and cytoplasmic liver-cell 
inclusions may be found. Besides the diffuse changes, 
nodular parenchymal necroses occur, with an increase of 
liver-cell mitoses in their neighbourhood and a reduction 


in liver-cell glycogen. Reticulo-endothelial cells show 
nodular and linear proliferation. In the vaguely de- 
limited oedematous periportal regions mobilization of the 
fixed tissue cells occurs, and there is an infiltration, at 
first sparse but later very dense, of inflammatory cells 
which spread among the degenerating liver cells. In 
severe cases the altered periportal regions collapse 
completely and pseudo-tubules may be formed. 

The jaundice begins to disappear towards the end of 
the second week of the disease, but in severe cases may 
persist into the third week. From the surviving liver 
cells at the periphery of the lobule, cells with a fine 
basophil protoplasmic border grow centripetally, and in 
a period which may extend to 1 or 2 weeks, but almost 
invariably before the jaundice fades, the liver cells are 
replaced and the red bodies and inclusion bodies become 
less numerous. The reticulo-endothelial changes regress 
more slowly, and the limits of the portal canals become 
sharper. By the second week a connective-tissue reaction 
is evident, but the infiltrates in the portal canals may be 
present for months. 

The outcome of the pathological changes may be either 
restoration to normal or the peristence of an _ inter- 
lobular cirrhosis. It is noteworthy, however, that the 
resulting condition may show extreme variation in the 
same liver from one area to another; the picture obtained 
from a single liver biopsy may therefore be a very mis- 
leading representation of the state of the liver as a whole. 

C. L. Oakley 


613. Pathology of Epidemic Hemorrhagic Fever 

R. L. HULLINGHORST and A. Steer. Annals of Internal 
Medicine [Ann. intern. Med.\ 38, 77-101, Jan., 1953. 
12 figs., 12 refs. 


This paper contains an interesting account of the 
pathological findings in 61 fatal cases occurring amongst 
American troops in Korea and Japan and diagnosed as 
epidemic haemorrhagic fever. Cases occurring early in 
the epidemic of 1951 were diagnosed as leptospirosis, but 
this diagnosis was discounted by the absence of jaundice 
and the failure to isolate leptospiral organisms or to 
demonstrate agglutinins to them (12 strains). 

The diagnosis in the cases reported was decided on 
clinical and pathological evidence. Clinically, there 
were signs of renal damage (oliguria, anuria, uraemia), 
the appearance of shock-like episodes, and occasionally 
severe haemorrhages and pulmonary oedema. In the 
first few days there was leucopenia with transitory 
thrombocytopenia, and later leucocytosis. 

Three pathological processes were revealed in most 
cases, varying in intensity and importance from case to 
case. (1) Areas of necrosis of a coagulative type sug- 
gesting infarction (occluded vessels were never found), 
usually surrounded by intense haemorrhagic reaction, 
were found in the kidney (nearly always), the pituitary 
and adrenal glands, and sometimes in the pancreas and 
liver. (2) More frequently there was evidence of severe 
vascular damage—dilatation, congestion, diapedesis of 
erythrocytes, and sometimes capillary rupture. Thrombi 
were rare. (3) Mononuclear cellular infiltration was 


cornmon, the cells resembling tissue macrophages, plasma 
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cells, and lymphocytes. The sites of infiltration often 
bore no relation to those of vascular damage. 

The distribution of these three pathological changes 
in the various organs in these cases is discussed in detail. 
The kidneys were prominently involved. They were 
increased in weight: the cortex bulged and was pale 
compared with the medulla, which was always congested, 
and the cortico-medullary region was clearly defined. 
There were sometimes areas of necrosis in the pyramids, 
usually surrounded by haemorrhage; in severe cases the 
entire centre of the pyramid was necrotic. Submucosal 
haemorrhages occurred in the bladder. Microscopically, 
the glomeruli were often congested, at times only in the 
juxtamedullary area, and increased cellularity was 
present in a number of patients who had survived for 
some time. The glomerular spaces and dilated distal 
and convoluted tubules contained albuminous material. 
The loops of Henle were often surrounded by vascular 
engorgement and extravasated blood. Tubular epi- 
thelium was often degenerate, but sometimes showed 
regions of regeneration. Hyaline droplets were some- 
times present in the epithelium of the larger collecting 
tubules and in that over the papillae. 

Damage to endocrine glands was seen most clearly in 
the pituitary, in which severe necrosis occurred in the 
anterior lobe and infundibulum. In 13 cases practically 
the entire anterior lobe was destroyed. Foci of haemor- 
rhage, but no necrosis, were sometimes found in the 
posterior lobe and pars intermedia. In the adrenal 
glands local haemorrhages were observed in the cortex, 
especially the fasicular layer. Large areas of coagulative 
necrosis in the cortex occurred in 11 cases, and in one the 
medulla was necrotic. 

Haemorrhagic areas were found in the heart, especially 
in the wall of the right atrium. Diffuse interstitial cellular 
infiltration was especially common in the left atrium. 
The spleen was engorged and the follicles were less promi- 
nent than normal. In the bone marrow there was 
cellular proliferation. The blood often showed signs of 
haemoconcentration (in one case the erythrocyte count 
was over 9,000,000 per c.mm.). There was often a 
reduction in platelet count. 

The liver was not much changed except for a few 
areas of focal mid-zonal necrosis and some periportal 
infiltration with monocytes and eosinophils. Intense 
mucosai congestion, sometimes with submucosal haemor- 
rhage, was commonly present in the gastro-intestinal 
tract. In some cases the melanin content of the skin 
appeared to have increased and the subpapillary vessels 
were dilated and mildly cuffed with infiltration. 

In most cases fluid was present in the serous cavities. 
Pulmonary oedema, haemorrhage, and small foci of 
bronchopneumonia were common. Haemorrhagic foci 
were found in the brain in 17 cases. 

All attempts to isolate the suspected virus failed. Of 
the 61 patients, 51 died in the first fortnight; in 37 at least 
one shock-like episode was recorded, 38 had oliguria or 
anuria, and 33 clinical uraemia. In the shock-like state 
the haemoconcentration “could not be altered by 
intravenous therapy”’. Shock accounted for 10 of 23 
deaths in the first week. There was little relation 
between the presence of ** shock *’ and adrenal damage. 


Renal failure was the major cause of death after the 
first week. If the patient survived this failure, he 
developed polyuria with low-concentrated urine. Pig- 
mented casts were found in many kidney sections, 
suggesting lower-nephron nephrosis complicating shock. 
Medullary haemorrhage was so characteristic that the 
appearances were almost diagnostic. The authors 
consider that the kidney is one of the organs primarily 
affected in this disease. 

Haemorrhagic features were only occasionally the 
direct cause of death; anaemia sometimes required 
transfusion. There was some morphological evidence 
of cardiac failure which was not indicated in clinical 
records. Pulmonary oedema sometimes resulted from 
over-vigorous intravenous fluid therapy. Severe vomi- 
ting during the illness led to complicating dehydration. 

The cellular reaction in the heart, interstitial tissue of 
the pancreas, and liver, and the lack of cellular reaction 
in necrotic areas are considered by the authors to be 
peculiar to epidemic haemorrhagic fever. The distribu- 
tion of the lesions, the prominence of mononuclear cells, 
and the lack of suppuration point to the probability of a 
rickettsial or viral agency. B. G. Maegraith 


See also Infectious Diseases, Abstract 649. 


614. Gross Anatomic Features Found in 27 Autopsies of 
Epidemic Hemorrhagic Fever 

W. H. Kesster. Annals of Internal Medicine [Ann. 
intern. Med.] 38, 73-76, Jan., 1953. 1 fig. 


The author describes, from a U.S. military evacuation 
hospital, the morbid anatomical findings in 27 cases 
diagnosed as epidemic haemorrhagic fever. Pathological 
changes, including oedema, congestion, and haemorrhage, 
were observed in all cases in the anterior pituitary (but 
only rarely in the posterior pituitary), the kidneys, and 
the wall of the right atrium. Areas of necrosis were 
often present in the anterior pituitary and in the central 
areas of the renal pyramids. Retroperitoneal oedema 
was present in all cases. 

The findings in the kidneys are described as follows: 
“* The kidneys present classic gross changes. They are 
almost always large, weighing from 200 to 400 g. each. 
The cut surface presents a sharp contrast between the 
pyramids and the cortex and... usually bulges gently. 
The cortex is pale and presents a few fine petechiae. 
The pyramids, on the other hand, are dark red and 
hemorrhagic and stand out clearly. The central areas 
of the pyramids present necrosis. This type of picture 
has been seen in all cases studied. The pelves present 
multiple submucosal petechiae or ecchymoses. In only 
3 cases have the hemorrhages been detected beyond the 
ureteropelvic junction, but the hemorrhagic phenomenon 
has been seen in the pelves in each case. The bladder 
and prostate have not shown any remarkable gross 
changes.” 

The author suggests that the basic pathological 
process is a “* vascular paralysis leading to capillary 
dilatation, stasis, and local anoxia, resulting in increased 
capillary permeability and . . . circulatory inadequacy ”’. 

B. G. Maegraith 
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615. The Cytology of the Tubercle Bacillus with 
Reference to Mitochondria and Nuclei 

L. C. WiNTERSCHELD and S. Mupp. American Review 
of Tuberculosis [Amer. Rev. Tuberc.) 67, 59-73, Jan., 
1953. 3 figs., 32 refs. 


In Mycobacterium thamnopheos and Mycobacterium 
tuberculosis var. hominis H37 Rv, two different structures 
have been observed. The first, usually polar, is a 
spheroidal to ellipsoidal structure which does not stain 
with the typically nuclear stains but is analogous in its 
reactions to mitochondria as found in other cells. The 
second structure is stained by the nuclear stains and does 
not give any of the mitochondrial reactions. As the 
evidence is clear, from a biochemical and genetic stand- 
point, that bacteria are cells as other cells, it seems both 
fitting and necessary on the cytological evidence pre- 
sented to call the first structures mitochondria and the 
second, nuclei.—[Authors’ summary.] 


616. Isoniazid-resistant Strains of Tubercle Bacilli: 
their Development and Stability 

M. Barnett, S. R. M. BusHBy, and D. A. MITCHISON. 
Lancet [Lancet] 1, 314-320, Feb. 14, 1953. 3 figs., 
22 refs. 


The authors, in experiments at the Wellcome Research 
Laboratories, Beckenham, Kent, obtained two variants, 
A and B, from the H37Rv strain of Mycobacterium 
tuberculosis which were resistant to isonicotinic acid 
hydrazide (isoniazid). Variant A was obtained by sub- 
culture of the original strain after growth in the presence 
of 0:8 xg. of isoniazid per ml.; if subsequently passaged 
in isoniazid-free medium, this variant regained its 
original sensitivity, but if it was exposed to the action of 
the drug for more than one passage it became perma- 
nently resistant. 

Variant B was obtained in a similar manner, sub- 
cultures in this case being made both from the highest 
tolerated concentration of isoniazid and from lower 
concentrations. Here it was found that organisms with 
a slight degree of acquired resistance readily reverted to 
full sensitivity on subculture in the absence of isoniazid, 
and also that some of the resistant strains had only poor 
viability. 

Of 16 resistant strains obtained from patients and sub- 
cultured for 3 passages in medium without isoniazid, 10 
showed considerable loss of resistance, but only in one 
case was the final sensitivity equal to that of a fully 
sensitive strain. 

Mice and guinea-pigs were inoculated with variant A 
(i) after the first passage through the drug (variant Al), 
and (ii) after one subsequent passage in its absence, when 
full sensitivity was restored (variant AO); and also with 
3 strains from the sputum of a tuberculous patient 
obtained before isoniazid treatment (MO) and after 40 
M1) and. 62 (M2) days’ treatment with 200 mg. per day. 


The test animals were given 20 mg. of isoniazid per kg. 
body weight daily; the control animals were untreated. 
The mice were fully protected by this dosage against the 
original H37Rv strain and against variant AO, but only 
partly against variant Al; they were also protected 
against strain MO but not against strains MI and M2. 
The guinea-pigs were almost completely protected 
against all strains. 

The implications of these findings are considered and a 
possible application to clinical work is discussed. It is. 
thought that the initial instability might be due to the 
death of poorly viable resistant organisms and the 
transfer of surviving sensitive organisms to the second 
subculture. John M. Talbot 


617. Differences between Oral and Genital Strains of 
Human Pleuropneumonia-like Organisms. 

L. Dienes and S. Maporr. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol. (N. Y.)] 82, 36-38, Jan., 1953. 1 fig., 7 refs. 


SEROLOGY AND IMMUNOLOG Y 


618. The Serum Antibody Response in Alastrim 
K. McCartny and A. W. Downie. Lancet [Lancet] 1, 
257-260, Feb. 7, 1953. 10 refs. 


From 19 unvaccinated patients suffering from alastrim 
during the outbreak of that disease in Rochdale in 1952 
21 specimens of serum were obtained. These were 
assayed for neutralizing and complement-fixing anti- 
bodies against the viruses of alastrim, variola, vaccinia, 
and cowpox derived from infected egg membranes, and 
for antihaemagglutinin against vaccinia virus only. 
All three tests gave positive results with serum taken on 
or after the tenth day of the illness, but the neutralization 
test was the most reliable, followed by the antihaemag- 
glutination test and the complement-fixation test in that 
order. Serum from patients with alastrim neutralized 
all four viruses in pock-reduction and complement- 


fixation tests. C. L. Oakley 
619. Hydatid Disease. Serological Reactions with 


Standardised Reagents 
H. J. Benstep and J. D. Atkinson. Lancet [Lancet] 1, 
265-268, Feb. 7, 1953. 16 refs. 


The authors, working at the Central Public Health 
Laboratory, Colindale, claim that complement-fixation 
and intradermal tests may give valuable information 
in hydatid disease if the reagents used are properly 
standardized. They therefore propose that the hydatid 
fluid for the tests should be derived from material 
containing large numbers of scolices, and that it should 
be standardized against an immune serum derived from 
either man or the immune guinea-pig; any sample which 
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fails to give complete fixation at a dilution of | in 4, with 
immune serum diluted | in 64 should be rejected. The 
standard serum should always be included in tests for 
circulating antibody. C. L. Oakley 


620. Studies on Haemophilus influenzae. A Comple- 
ment Fixation Test for Haemophilus influenzae Antibody. 
[In English] 

G. TUNEVALL. Acta pathologica et microbiologica 
Scandinavica [Acta path. microbiol. scand.| 32, 258-274, 
1953. 5 figs., 37 refs. 


621. A New Diphtheria Prophylactic (N.A.F.T.) 
D. C. Laniri. British Medical Journal [Brit. med. J.) 1, 
370-372, Feb. 14, 1953. 5 refs. 


The amount of diphtheria toxoid contained in a culture 
filtrate is not necessarily a measure of its antigenicity: 
filtrates of different cultures containing identical amounts 
of toxoid may produce different antitoxin titres when 
injected into animals. The author, working at the 
Haffkine Institute in Bombay, compared the antigenicity 
of toxoid derived from cultures of Corynebacterium 
diphtheriae in (1) veal-infusion-—proteos: —peptone broth, 
(2) the traditional Martin broth (pig-stomach autolysate), 
and (3) a modern, semisynthetic, casein hydrolysate 
medium; he found that the first of these gave by far the 
best antitoxin responses,suggesting that the crude toxoid 
contained a non-toxoid component possessing adjuvant 
properties. This supposition was confirmed by experi- 
ments in which the toxoid was removed from each of the 
three preparations by the addition of horse antitoxin, and 
was replaced by purified toxoid, u 1-Lf dose then being 
used to immunize a group of guinea-pigs. Potency tests 
performed 4 weeks later showed that the antigenicity of 
the toxoid had been greatly increased by the addition of 
the toxoid-free filtrate of the first preparation. 

The adjuvant factor was found to be diffusible through 
cellophane (Grade 600), after which it could be adsorbed 
on to charcoal and eluted with N/50 sodium hydroxide. 
The eluate was neutralized and evaporated to dryness, 
and the effect of this material on the antigenicity of 
purified toxoid was further studied in experiments on 
guinea-pigs. The addition of the dried eluate was found 
to increase the antigenicity of the toxoid 4 to 7-5 times, 
whereas the addition of uninoculated veal-infusion— 
proteose—peptone broth or the residue of the diffusate 
after treatment with charcoal had no such effect. No 
evidence could be found of a similar adjuvant factor in 
tetanus toxoid prepared from cultures on the same 
medium. 

A total of 433 children aged 1 to 8 years were then 
immunized in 4 groups, the groups receiving respectively : 
(1) 25 Lf of purified diphtheria toxoid reinforced with the 
adjuvant factor; (2) an identical preparation, but with 
adjuvant factor of another batch: (3) 36 Lf of A.P.T. of 
British manufacture; and (4) 28 Lf of A.P.T. made in 
the Bombay Haffkine Institute. The children were 
Schick-tested before, and again 4 to 8 weeks after, 
receiving a single dose of prophylactic. To judge by 
the numbers of Schick conversions in each group the 
toxoid preparations with added adjuvant factor produced 
an antigenic response equal to that obtained with the two 
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A.P.T. preparations. In 80 adults the serum antitoxin 
titres were determined before and after immunization 
with 5 Lf of various toxoid preparations with and without 
the adjuvant factor. The mean titre was less than 
0-1 i.u. per ml. before immunization, and rose satisfac- 
torily in all groups after immunization. But the mean 
titre in those groups which received toxoid mixed with 
adjuvant factor was 14 times as high as in the group 
immunized with A.P.T. alone, and nearly 5 times as high 
as in two groups immunized with native toxoid alone. 
Moreover, there was an almost complete absence of 
reaction to the new preparation, which is named 
** natural adjuvant factor toxoid *’ (N.A.F.T.). 
K. S. Zinnemann 


622. Convalescent Rubella Gamma Globulin as a 
Possible Prophylactic against Rubella 

S. G. ANDERSON and H. McLorinan. Medical Journal 
of Australia [Med. J. Aust.] 1, 182-185, Feb. 7, 1953. 
1 fig., 4 refs. 


The injection of serum gamma globulin from patients 
convalescent from an attack of rubella was tried prophy- 
lactically in three groups of patients in Melbourne, 
Australia, the globulin being given intramuscularly in 
doses of 2 or 4 ml. within 72 hours of exposure to 
infection. 

The first group included 812 pregnant women who 
were said to have been exposed to rubella infection, 424 
receiving 2 ml. of gamma globulin and 388 receiving 
4 ml. Only 9 of the women (5 and 4 in the two groups 
respectively) developed rubella. In discussing the results 
the authors emphasize that three factors must be borne 
in mind in assessing the effectiveness of this form of 
prophylaxis: (1) the accuracy of the diagnosis in the 
primary infecting case; (2) immunity as the result of a 
previous forgotten or unrecognized attack of rubella; 
and (3) the duration and intensity of exposure. 

The second group included 24 female volunteers, aged 
18 to 26 years, without previous history of rubella. 
Garglings taken from 2 typical cases of rubella on the 
first day of the rash were pooled and prepared for ad- 
ministration by atomized spray and intranasal instilla- 
tion. Of the 24, 9 were selected at random to serve as 
controls and 15 were given 4 ml. of gamma globulin 70 
hours after inoculation. Of the 9 controls, 3 developed 
rubella and of the 15 treated volunteers, 8 developed 
rubella. There was no difference in the severity of the 
illness between the control group and the treated group. 

The third group consisted of 91 boys, aged 15 to 18 
years, who had been in close contact with cases of rubella. 
A dose of 4 ml. of globulin was given intramuscularly to 
45 boys while the remainder received 4 ml. of saline. 
Three boys given globulin and 8 given saline developed 
rubella. 

The authors conclude that the batches of gamma 
globulin used, in the doses stated, did not provide com- 
plete protection against artificially induced rubella, 
although a proportion of contacts may have benefited. 
They suggest that the preparation and continued use of 
gamma globulin should be reconsidered, but point out 
that its administration “‘ has brought mental comfort ” 
to many pregnant women in Australia. 7. Anderson 


Pharmacology 


623. Studies with Intravenous Gitalin. I. Clinical and 
Electrocardiographic Observations 

O. M. HarinGc and A. A. Luisapa. American Heart 
Journal [Amer. Heart J.] 45, 108-121, Jan., 1953. 3 figs., 
26 refs. 


The efficacy of gitalin (C3sHs6O;2) (which is a com- 
bination of the aglycone gitaligenin with 2 molecules of 
digitoxose) when given intravenously was investigated in 
16 patients with congestive heart failure in the Cardiac 
Clinic of the Mount Sinai Hospital, Chicago, and 4 
healthy subjects. For comparison strophanthin K, 
lanatoside C, and digitoxin were also used. 

An initial dose of 2:5 to 3 mg. of gitalin was well 
tolerated, and full digitalization was obtained by 2 such 
injections at an interval of 24 hours. The effective 
maintenance dose was found to be 2-5 mg. twice weekly. 
There were no side-effects, such as nausea and vomiting, 
and no ectopic rhythm was noted following the injection. 
This confirms the report that the therapeutic ratio is 
higher than with other glycosides. Of the 16 patients 
treated, 2 who had failed previously to respond to other 
digitalis preparations and had shown reactions to them 
responded well to gitalin without any side-effects. 

It is concluded that ** the wide margin of safety of the 
drug and the relative lack of side-effects seem to indicaie 
gitalin as the drug of choice in patients with congestive 
failure due to rheumatic carditis or coronary heart 
disease, and in patients with cardiac failure exhibiting 
evidence of hyperpexcitability of the myocardium (ectopic 
rhythms). On the other hand, ambulatory patients on 
maintenance doses of gitalin should be checked at 
frequent intervals because the rapid elimination of the 
drug may lower the blood level of digitalis to below 
effective figures *’. 

[This report confirms previous findings that the intra- 
venous administration of gitalin is an effective way of 
giving digitalis. Its only practical advantages, however, 
would appear to be in the occasional patient who cannot 
tolerate digitalis leaf or digoxin, and in patients with a 
hyperexcitable myocardium in whom there is a risk of 
producing ectopic rhythms with other forms of digitalis.] 

William A. R. Thomson 


624. Pethidine and the Triple Response 

B. L. Finer and M. W. PartTINGToN. British Medical 
Journal (Brit. med. J.] 1, 431-433, Feb. 21, 1953. 2 figs., 
13 refs. 


The action of pethidine as a histamine liberator in the 
human being has been studied in detail at the London 
Hospital. When 25 to 100 mg. of pethidine was injected 
into a wrist vein with unrestricted circulation in the 
forearm, or when 5 to 15 mg. was injected while the 
venous return was obstructed, a triple response was 
obtained over the course of the veins of the forearm. If 
the circulation was completely occluded until the reaction 


had developed, release of the sphygmomanometer cuff 
resulted in flushing of the face and a metallic taste in the 
mouth of some subjects. All these effects were identical 
with those produced by 15 to 30 yg. of histamine. 
When a second dose of pethidine was given into the skin 
of an area which had shown a red reaction 24 hours 
previously, the response was much less extensive than 
that obtained with a control dose into the other forearm. 
This supports the theory that pethidine is a histamine 
liberator, the first dose having reduced the available 
reserves of histamine in the skin. 

Antihistamine drugs modified the effects of pethidine. 
Thus the oral administration of 100 mg. of diphenhydra- 
mine hydrochloride reduced or abolished the skin 
response. Also, when a mixture of 10 mg. of mepyra- 
mine with 5 mg. of pethidine (or of 10 mg. of mepyramine 
with 20 jeg. of histamine) was injected intravenously into 
the congested forearm, no wealing occurred, only the 
dull red reaction characteristic of mepyramine alone. 
Since the action of mepyramine is not on the histamine 
liberator but on the histamine after its release in the 
skin, the authors conclude that the walls of the veins are 
permeable to mepyramine. 

The hypotensive action of pethidine upon blood 
pressure in the cat was not modified by mepyramine. It 
is suggested that another factor besides histamine 
liberation is probably responsible for hypotension in the 
cat and for the severe fall in blood pressure and collapse 
which have been observed on rare occasions following 
injections of pethidine in man. L. G. Goodwin 


625. The Pharmacology of No. 48-80, a Long-acting 
Vasodepressor Drug 

P. B. Dews, A. L. WNuck, R. V. FANELLI, A. E. LIGHT, 
J. A. TORNABEN, S. Norton, C. H. Extis, and E. J. DE 
Beer. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.| 107, 1-11, Jan., 1953. 
9 figs., 13 refs. 


At the Wellcome Research Laboratories, New York, 
a long-acting vasodepressor, known as No. 48-80, was 
prepared by heating 2-p-methoxyphenyl-N-methylethyl- 
amine with formaldehyde in the presence of hydrochloric 
acid. It is considered to be a mixture of dimers, trimers, 
and tetramers with some admixture of higher polymers, 
the polymerization occurring in the meta position with 
regard to the N-methylethylamine group. 

The intravenous injection of 0-05 mg. of No. 48-80 per 
kg. body weight in the anaesthetized dog or cat caused a 
profound and prolonged fall in blood pressure after a 
latent period of about 45 seconds. Frequently there was 
a partial but short-lasting recovery of the blood pressure, 
occurring about 5 minutes after injection of the drug. 
The blood pressure returned to normal levels very slowly 
and in most cases was still low 2 hours after the injection. 
A second dose of the compound injected after the pressure 
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had returned to the normal level produced only a small 
transient change. When the experiments were repeated 
under local analgesia instead of general anaesthesia the 
effect on the blood pressure was less marked and of 
shorter duration. The compound was ineffective when 
given by mouth, but a response with a more gradual onset 
could be obtained by the intramuscular injection of 
about 1-5 mg. of No. 48-80 per kg. body weight. The 
administration of 10 mg. of mepyramine maleate per kg. 
given in divided doses completely abolished the fall in 
blood pressure caused by the injection of 0-1 mg. of 
histamine acid phosphate, but it did not even modify the 
response to intravenously injected No. 48-80. The 
blood pressure of the rabbit was not lowered by the 
injection of 0:2 mg. of No. 48-80 per kg. body weight. 
The effect of No. 48-80 on the electrocardiogram of 
the dog showed that it caused no changes in heart func- 
tion which could account. for the effect on the blood 
pressure. No. 48-80 did not block transmission in the 
superior cervical ganglion, and still caused a fall of blood 
pressure in cats given doses of hexamethonium bromide 
* almost sufficient to abolish the response of the nicti- 
tating membrane to preganglionic stimulation of the 
cervical sympathetic. Intravenous injection of the 
compound caused peripheral vasodilatation, as indicated 
by increases in the volume of the spleen and the hind 
limb. Long-acting sympathomimetic drugs were found 
to be capable of reversing the effects of No. 48-80 on 
the blood pressure and on limb and spleen volumes. 
The depressor effect of the compound was not abolished 
by atropine or by vagotomy. No. 48-80 had very little 
effect on isolated guinea-pig ileum, but sometimes 
caused contraction of the isolated guinea-pig uterus and 
reduced the response of this tissue to histamine. The 
compound had no visible effect on the isolated gastro- 
cnemius of the frog, but caused a profound inhibition 
of the response to acetylcholine. The acute and chronic 
toxicity of the compound in rats, mice, and dogs was 
also investigated. P. A. Nasmyth 


626. Clinical Studies on Veratrum Alkaloids. If. The 
Effect of Protoveratrine on Renal Function in Man 

E. MEILMAN. Journal of Clinical Investigation [J. clin. 
Invest.] 32, 80-89, Jan., 1953. 5 figs., 31 refs. 


Renal function was studied at Beth Israel Hospital, 
Boston, in 32 hypertensive and in 4 normotensive sub- 
jects before and after the induction of hypotension with 
protoveratrine. Effective renal plasma fiow (E.R.P.F.), 
as measured by the clearance of para-aminohippurate 
(PAH), was usually diminished (average -8°%) with the 
acute onset of hypotension, but in most cases rose in 
| to 14 hours to control levels or higher, although the 
low blood pressure was maintained. The glomerular 
filtration rate (G.F.R.) as determined by the clearance of 
inulin, mannitol, or sodium thiosulphate, usually fell 
abruptly (average —22°%%) with the onset of hypotension; 
after 3 hours the G.F.R. was still 16° below control 
levels, and (in contrast to the E.R.P.F.) at the end of 4 
hours had regained control levels in only one-quarter 
of the patients. Oliguria characteristically appeared 


when the blood pressure was reduced by protoveratrine, 
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and the return of G.F.R. and E.R.P.F. to control 
levels often took place despite persistence of the oliguria. 
Renal vasodilatation occurred in all patients, even in 
those with chronic glomerulonephritis. During the 
period of hypotension the decrease in renal resistance 
occurred mainly at the afferent glomerular arterioles. 

A. 1. Suchett-Kaye 


627. The Method of Administering Dicoumarol 
C. J. BYERKELUND. Lancet [Lancet] 1, 260-265, Feb. 7, 
1953. 9 figs., 18 refs. 


In this paper from Oslo Municipal Hospital the author 
states the case for continuous administration of di- 
coumarol, that is, a daily maintenance dose, rather than 
intermittent administration. A single initial dose of 
250 mg. followed by 125 mg. on the following day is 
recommended at the beginning of treatment in all cases, 
the dosage being regulated thereafter by estimation of the 
prothrombin time or prothrombin index (by Owren’s 
one-stage method) thrice weekly, attention being paid to 
the trend of the curve rather than to the actual pro- 
thrombin level on any one occasion. Various aspects 
of the pharmacology of dicoumarol are discussed, but no 
comparison is made between its action and that of other 
anticoagulants. A. Brown 


628. The Comparative Effects of Menadione Sodium 
Bisulfite and Vitamin K; on the Hypoprothrombinemia 
Induced by Dicumarol 

W. G. Bannon, C. A. Owen, and N. W. BARKER. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin, 
Med.) 41, 393-404, March, 1953. 1 fig., 10 refs. 


629. The Effects of Intravenous Priscoline on Cerebral 
Circulation and Metabolism 

P. SCHEINBERG, I. BLACKBURN, and M. Ricu. Journal o, 
Clinical Investigation [J. clin. Invest.] 32, 125-129, 
Feb., 1953. 24 refs. 


In 24 middle-aged or elderly patients (average age 48) 
without apparent cerebral vascular disease and selected 
from the wards of the Veterans Administration Hospital, 
Coral Gables, Florida, measurements were made of the 
cerebral blood flow by the nitrous oxide technique 
previously described (Scheinberg and Stead, J. clin. 
Invest., 1949, 28, 1163) before and during the intra- 
venous administration of ** prisccline *’ (benzazoline) in 
doses of 50 to 100 mg. over a period of 15 to 20 minutes. 
All the patients developed flushing, constricted pupils, 
tachycardia, pilomotor erection, and hyperventilation. 

Samples of cerebral arterial and venous blood were 
withdrawn, before and after the injection of priscoline, 
for gas analysis and the estimation of glucose. The 
differences in oxygen and glucose content between 
arterial and venous blood were determined and from these 
values together with those for cerebral blood flow the 
cerebral oxygen and glucose consumption before and 
after the administration of priscoline was calculated. 

The mean cerebral blood flow after the injection of 
priscoline was slightly less than before, although the 
difference was not statistically significant. However, 
there was a significant increase in the arterial-venous 
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difference in respect of both oxygen and glucose content, 
with no change in cerebral consumption of either, which 
supports the suggestion that the drug causes a diminution 
in cerebral blood flow rather than an increase. The 
authors therefore advise caution in the use of priscoline 
in the treatment of cerebral vascular disease and cast 
doubt on its efficacy for that purpose. 
James D. P. Graham 


630. The Pancreatic Side-effects of Morphine 
H. WapsHaAw. British Medical Journal (Brit. med. J.] 1, 
373-375, Feb. 14, 1953. 26 refs. 


The influence of morphine on the pancreas was 
investigated in 84 normal subjects at the Western 
Infirmary, Glasgow, the authors observing the effect on 
the serum amylase and lipase levels of a subcutaneous 
injection of 4 gr. (16 mg.) of morphine in the fasting 
state and after food. The subjects were divided into 3 
equal groups: the first group fasted throughout the 
experimental period; the second group received a meal 
60 minutes before the injection of morphine; and the 
third group had a meal and an intramuscular injection of 
0-5 mg. of carbachol before the injection of morphine. 

The serum enzyme level rose significantly in 5 of 
the 28 fasting subjects, in 9 of the 28 receiving a meal, 
and in 19 of those given an injection of carbachol in 
addition to food. Peak levels were reached 2 to 4 hours 
after injection of morphine. Nausea was experienced 
by 17 of the 84 subjects and 3 had transient epigastric 
pain. There was a slight increase in the serum lipase 
concentration in 4 of 28 controls given carbachol alone. 

The author considers that morphine exerts an excitant 
action on the sphincter of Oddi and contiguous muscu- 
laris, causing retention of pancreatic secretions with 
reabsorption into the general circulation, this effect being 
conditioned by the functional state of the pancreas. 

I. Ansell 


631. Studies on the Antidiuretic Action of Morphine 
N. J. GIARMAN, L. R. Mattie, and W. F. STEPHENSON. 
Science [Science] 117, 225-226, Feb. 27, 1953. 7 refs. 


Much has been written about the antidiuretic action of 
morphine, but the mechanism by which the drug in- 
fluences renal function is still the subject of some 
controversy. It has been postulated that it directly 
stimulates the supraoptico—posterior-lobe system of the 
pituitary gland, causing release of antidiuretic hormone, 
and to test this theory the authors, at Yale University 
School of Medicine, carried out experiments on normal 
and hypophysectomized rats. Their method was as 
follows: 

Morphine sulphate, | mg. per kg. body weight, was 
administered subcutaneously to groups of 6 to 9 rats and 
the pooled urine collected over 24 hours. The urine, 
either before or after treatment, was dialysed against 
running tap-water for 10 hours and then against distilled 
water for | hour. The dialysed urine was concentrated 
to its original volume and assayed direct. Two groups 
of adult male rats weighing 150 to 250 g. were used, the 
test group receiving subcutaneously | ml. of the prepared 
urine per 100 g. and the controls 1 ml. of saline by the 


same route. The animals were hydrated (equivalent to 
5% of their body weight) and the urinary output was 
recorded at 60, 90, and 120 minutes, the effect being 
expressed as the percentage of urine secreted at 2 hours 
by the test animals as compared with the controls. 

In normal rats receiving morphine (but not amidone or 
pethidine) the urine showed antidiuretic activity, but this 
was not observed in hypophysectomized animals. The 
activity was destroyed by heating the urine or by acid or 
alkaline hydrolysis. Treating the urine with sodium 
sulphite did not always destroy the antidiuretic activity. 

The authors conclude that morphine stimulates the 
production by the neurohypophysis of an antidiuretic 
substance having very similar properties to the anti- 
diuretic hormone. Norval Taylor 


632. Mechanism of Mercurial Diuresis in Hydropenic 
Dogs 

W. A. Bropsky and H. N. GRAUBARTH. American 
Journal of Physiology [Amer. J. Physiol.| 172, 67-76, 
Jan., 1953. 7 figs., 39 refs. 


Experiments were carried out at the Universities of 
Louisville and Cincinnati with the aim of determining 
the nature of the diuresis caused by mercurial compounds 
and defining the precise renal tubular site concerned in 
the mechanism. 

Bitches were deprived of water for 20 hours and food 
for 16 hours to ensure hydropenia and then, after 1 or 2 
preliminary periods of urine collection, a single intra- 
venous injection of 5 to 9 mg. of “ mercuhydrin~ 
(meralluride) per kg. body weight was given to each. 
Urine samples were collected over 10-minute periods 
and blood withdrawn at appropriate intervals. 

Urine flow increased from approximately 0-2 ml. per 
minute per sq. m. body surface before injection to a 
maximum of as much as 8 ml. per min. per sq. m. 
45 minutes after injection, the maximum rate being 
maintained for about 30 minutes. The osmotic activity 
of the urine fell concurrently from about 1,500 mOs per 
litre to 450 mOs per litre, but remained hypertonic to 
plasma. A graph constructed from these data indicated 
that the volume of urine excreted during mercury 
diuresis is a function of the number of osmotically active 
solutes claiming excretion. At least 80°, of the total 
osmolarity of the urine during periods of maximum 
diuresis was accounted for by sodium and chloride ions, 
the concentration of each being approximately 250 mEq. 
per litre: urea in a concentration of about 90 mOs per 
litre accounted for most of the remainder, the concentra- 
tion of potassium being 3 to 10 mEq. per litre. As 
diuresis waned the urinary potassium content increased 
by about 5 mEq. per litre, whereas that of sodium and 
that of chloride each decreased by about 23 mEq per litre. 

When the rates of excretion of sodium and of chloride 
after the administration of mercuhydrin and of mannitol 
were plotted against the effective osmotic load, all four 
graphs showed a linear relationship. But mercuhydrin, 
although evoking a diuretic response similar to that of 
mannitol, induced much higher levels of sodium and 
chloride excretion, whereas mannitol favoured the 
excretion of a wider range of solutes, the sodium and 
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chloride ions together accounting for only about 22°, of 
the total. No significant changes in the osmotic activity 
or ionic content of the plasma followed the injection of 
mercuhydrin, but there was a slight fall in urea content 
during the period of diuresis. Similarly, clearances of 
inulin, mannitol, creatinine, ferrocyanide, and PAH 
showed little change during diuresis. 

Calculations of the thermodynamic work entailed in 
the formation of urine from plasma showed little change 
in renal free-energy expenditure after the injection of 
mercuhydrin. 

It is concluded that mercurial diuretics act on the 
proximal tubule, causing a large solute load—especially 
of sodium and chloride—to be delivered to the distal 
tubule. Here the urine is formed osmometrically, its 
ultimate volume depending on the number of osmotically 
active particles claiming excretion. Adrian V. Adams 


633. Hexamethonium. Its Effect on Glomerular Filtra- 
tion Rate, Maximal Tubular Function, and Renal Excretion 
of Electrolytes 

J. Hy Moyer and L. C. Mitts. Journal of Clinical 
Investigation [J. clin. Invest.] 32, 172-184, Feb., 1953. 
7 figs., 13 refs. 


At Baylor University School of Medicine, Houston, 
Texas, the ganglionic blocking agent hexamethonium 
was administered intravenously to 14 normal and 22 
hypertensive patients over a period of 10 to 20 minutes 
in a dosage which lowered the blood pressure of the 
former group by 10 to 20 mm. Hg and of the latter group 
by 20 to 30 mm. Hg. In 10 patients maximum tubular 
function was measured as PAH clearance, and in all 
patients the glomerular filtration rate was estimated as 
inulin clearance. The blood non-protein-nitrogen level 
and sodium and potassium content of plasma and urine 
were also determined. 

The effect of hexamethonium was to lower the blood 
pressure without causing tachycardia, and to bring about 
an immediate reduction in the glomerular filtration rate 
and a fall in the excretion of sodium, water, and also 
(inconstantly) of potassium; the plasma sodium and 
potassium levels were not altered. After a variable time 
(one hour in normal subjects) the filtration rate recovered, 
the kidney adjusting its function to the lower pressure. 
In patients with mild renal impairment recovery was as 
effective as in normal persons, but when renal damage 


was severe, adjustment was delayed, though it eventually | 


took place in due course. The conclusion is drawn that 
in renal impairment residual functioning nephrons are 
normal in their powers of adjustment to a fall in blood 
pressure. As maximum tubular function is unaltered by 
hexamethonium, the decrease in filtration cannot there- 
fore be due to a shutting down of nephrons. The 
antidiuretic effect of the drug persists after recovery of the 
filtration rate and so, to a lesser extent, does the reduced 
excretion of sodium. The tubular reabsorption of these 
two elements of urine was clearly shown to be increased 
independently of the filtration rate. 

The authors conciude that hexamethonium may be 
used to control hypertension in all cases where renal 
impairment is not too severe. It was observed that the 
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systemic blood pressure fell in every case, no matter how 
severe the degree of renal impairment, indicating a 
neurogenic element in the hypertension. If filtration is 
markedly depressed from overdosage of hexamethonium 
and is accompanied by a severe fall in blood pressure, 
infusion of noradrenaline restores filtration and relieves 
anuria, but if filtration is not much reduced by the 
hexamethonium, noradrenaline may itself reduce urine 
formation. James D. P. Graham 


634. The Effect of Butazolidin (Phenylbutazone) on 
Water and Electrolyte Excretion 

E. L. WILKINSON and H. Brown. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 225, 153-158, 
Feb., 1953. 5 figs., 10 refs. 


Studies of the water and electrolyte excretion in 4 
patients receiving “* butazolidin’’ (phenylbutazone) are 
here described from Salt Lake County General Hospital 
(University of Utah). In the first case a 55-year-old 
woman with chronic rheumatoid arthritis of about 20 
years’ duration, under treatment in her own home, 
was given butazolidin, 0-2 g. 3 times per day, without 
regard to salt intake. Five days later, the patient 
developed severe pulmonary oedema. The administra- 
tion of butazolidin was subsequently resumed, after her 
admission to hospital, at the same dosage but with a salt- 
poor diet containing about 2 g. of sodium chloride per 
day. Within 6 days, the patient gained weight, and the 
addition of further quantities of sodium chloride to the 
diet resulted in a further rapid increase in weight. With 
the discontinuance of the drug, the institution of a salt- 
poor diet, and the administration of one injection of a 
mercurial diuretic (meralluride), there was a marked 
sodium, chloride, and water diuresis, and her weight 
returned to normal. 

In the second case treatment of a man of 52 with 
butazolidin resulted in a gain of weight. When the drug 
was withdrawn, a sodium and chloride diuresis took place 
and a loss of body weight was recorded, but renewal of 
the treatment again caused a steady increase in weight 
and a decrease in urine volume and sodium and chloride 
excretion. In the third patient, a 28-year-old male with 
rheumatic fever, the administration of butazolidin also 
resulted in an increase in weight and diminution of 
urine volume and sodium and chloride excretion. 

The fourth patient was a 56-year-old female who had 
chronic rheumatoid arthritis, diabetes, and obesity. 
Butazolidin treatment and a salt-poor diet resulted in 
4 days in a gain of weight and the development of peri- 
pheral oedema. The drug was stopped, and diuresis 
was induced with a mercurial diuretic. The glomerular 
filtration rate, as measured by endogenous creatinine 
clearance, was unchanged, so that the decreased excretion 
was probably due to increased tubular reabsorption. 

It is pointed out that with the increased use of butazoli- 
din as an anti-rheumatic agent, the potential hazards of 
the drug should be recognized. In most patients fluid 


retention is not a serious complication, but in patients 
subject to this development, butazolidin therapy appears 
to be hazardous if proper precautions, such as a low-salt 
diet and the giving of mercurial diuretics, are not 
employed. 


G. B. West 
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635. Effect of Isoniazid on Early Acute Inflammatory 
Response in Mice 

D. M. Spain. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol. (N.Y.)] 
$2, 358-360, Feb., 1953. 1 fig., 2 refs. 


The finding of extensive healing in lung specimens from 
patients treated for tuberculosis with isoniazid led the 
author, at Grasslands Hospital, Valhalla, New York, to 
investigate whether the drug had any effect on the host 
response apart from its antibacterial activity. In this 
connexion experiments were carried out to determine the 
local response to inflammation produced by oil of 
turpentine. 

In the first experiment 70 mice were divided into 2 
groups of 35 animals. The first group were given 2 doses 
each of 0:25 mg. of isoniazid, and 12 hours later 0-025 ml. 
of oil of turpentine was injected subcutaneously over the 
sternal region. At the time of this injection another 
dose of isoniazid was given, and then repeated twice 
daily; the mice were killed 7 hours to 5 days after the 
turpentine injection. In the second experiment 20 
animals were adrenalectomized and divided into 2 
equal groups, one of which received 0-25 mg. of 
isoniazid 12 hours before the subcutaneous injection of 
0:25 ml. of oil of turpentine and another 0-25-mg. dose at 
the time of the injection, while the other (control) group 
received saline injections instead of isoniazid. These 
mice were all killed 7 hours after the oil of turpentine 
injection. In the third experiment 20 mice were wounded 
on the back with a circular punch, half of them then 
being given isoniazid for 5 days and the other half saline 
only. The animals were killed at the end of this period. 

In all three experiments the sites of inflammation were 
excised and examined histologically. This showed that 
isoniazid delays the acute inflammatory response in the 
early stages, as evidenced by a less dense leucocytic 
infiltration in the treated animals, but that this is only 
temporary. Adrenalectomy did not influence the effect 
of isoniazid on the inflammatory reaction, nor did the 
drug have any effect on the rate of wound healing. 

R. B. Lucas 


636. The Effect of Hydrazides on Streptomycin and 
Dihydrostreptomycin Potency 

A. BERCZELLER and G. BERCZELLER. Quarterly Bulletin 
of Sea View Hospital {Quart. Bull. Sea View Hosp.) 14, 
3-14, Jan., 1953. 1 fig., 13 refs. 


In discussing the structural formulae of the hydra- 
zines the authors point out that isoniazid (isonicotinyl- 
hydrazine) contains a hydrazine group which might be 
expected to condense with the carbonyl! group of strepto- 
mycin, thus diminishing the antibacterial action of 
the antibiotic, but that dihydrostreptomycin does not 
contain this carbonyl group and so would not be liable 
to be inactivated in this way. On the other hand ipro- 


niazid (N-isonicotinyl-N’-isopropylhydrazine) should not 
be able to form condensation products of this type with 
either of the antibiotics. ‘ 

The occurrence of such interactions in vitro was 
investigated at Sea View Hospital, Staten Island, New 
York, by testing the antibacterial action of the four 
different combinations of the compounds upon Bacterium 
coli and Staphylococcus aureus. High concentra- 
tions (1,000 zg. per ml.) of isoniazid tended to inactivate 
streptomycin but not dihydrostreptomycin. This effect 
might well be due to extraceliular chemical reaction 
between the two substances, as suggested above, but the 
possibility of some indirect reaction inside the bacterium 
cannot be excluded. Iproniazid in high concentration 
also diminished the activity of both streptomycin and 
dihydrostreptomycin. The reason for this is not clear, 
and the authors suggest that further study of this problem 
is required. F. Hawking 
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637. The Antibacterial Action of Erythromycin 

T. H. HatGut and M. FINLaAnp. Proceedings of the 
Society for Experimental Biclogy and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)] 81, 175-183, Oct., 1952. 1 fig., 
6 refs. 


This study of the antibacterial action of erythromycin 
is reported from Boston City Hospital and Harvard 
University Medical School. In a previous paper (New 
Engl. J. Med., 1952, 247, 227; Abstracts of World 
Medicine, 1953, 13, 190) the authors discussed their 
clinical findings; in this and the two succeeding papers 
{Abstracts 638 and 639] the laboratory findings are 
given. Most of the strains of organisms used were 
obtained from infected material recently isolated from 
hospital patients. Sensitivity tests-were performed by 
serial two-fold dilution in brain—heart-infusion broth or 
in heart-infusion agar, to which 0-5% and 10%, respec- 
tively of horse blood was added for use with haemolytic 
organisms. The inocula were such as to give a 10°+ 
dilution of the original broth culture, and in the case of 
the agar plates a 2-mm. loopful of the original culture 
was used. 

The effect of storage was first studied. Solutions con- 
taining 2 to 2,000 yg. of erythromycin per ml. retained 
their activity at —25° C. for over 2 months, at +5 C. 
only a slight loss in the lower concentration occurred, but 
at room temperature and at 37° C. there was progressive 
loss of activity after 4 to 7 days. Heating at 60° C. for 5 
minutes led to 50°% loss, and filtration through a Seitz 
filter-pad or through sintered glass gave up to 75”, 
reduction in activity. Sensitivity to erythromycin in- 
creased 10-fold per unit rise in pH from 5-6 to 8-5 (as 
also occurs with streptomycin, whereas sensitivity to 
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aureomycin falls). A series of substances including salt, 
glucose, thioglycollate, cysteine, urea, glutamic acid, 
p-aminobenzoic acid, folic acid, sodium nitrate, pyruvate, 
acetate, lactate, fumarate, and succinate, penicillinase, 
and serum were all ineffective in altering the activity of 
the antibiotic. Reduced oxygen tension also had no 
effect, and attempts to isolate an erythromycinase from 
39 relatively resistant and diverse organisms were 
unsuccessful. The size of the inoculum had little effect 
on the activity of erythromycin, and results with the two 
methods employed were essentially the same except with 
Klebsiella pneumoniae, Bacterium coli, and Pseudomonas 
aeruginosa. 

The sensitivity of 1,037 strains of pathogenic organisms 
was examined. Al! Gram-positive cocci were inhibited 
by a concentration of 3-0 yg. or less, per ml. but all 
coliform and enteric organisms required over 50 jg. 
per ml. The most sensitive organisms were pneumococci 
and Group-A streptococci; the most resistant were 
strains of Proteus and Pseudomonas. Effective con- 
centrations for a number of strains of Staphylococcus 
aureus varied from 0-01 zg. to 1-6 zg. per ml., but in 87% 
growth was inhibited by 0-4 yg. and in 96% by 0:2 to 
0-8 ug. per ml. Compared with penicillin, streptomycin, 
chloramphenicol, and terramycin, erythromycin re- 
sembled penicillin most closely, but it was more active 
against Gram-positive organisms than the  broad- 
spectrum antibiotics. The majority of the staphylococci 
used were penicillin-resistant, and some were strepto- 
mycin-resistant: all were susceptible to erythromycin. 

The absorption and excretion of erythromycin was 
studied in 15 adults. Single doses of 250, 500, and 
1,000 mg. by mouth gave maximum blood concentrations 
of 0-2 to 1-6 xg. per ml. after 1 to 2 hours, but in 3 cases 
demonstrable plasma level (that is, at least 0-025 pg. 
per ml.) was not present. Repeated doses of 200 mg. 
every 3 or 4 hours maintained an effective blood con- 
centration in the intervals. Urinary excretion varied 
from 0-02°% to 15°, of the dose ingested. The authors 
conclude that the physical, biochemical, and physio- 
logical properties of erythromycin suggest that it may be 
a useful antibiotic. Malcoim Woodbine 


638. Resistance of Bacteria to Erythromycin 

T. H. HaiGur and M. FINLAND. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)] 81, 183-188, Oct., 1952. 1 fig., 
4 refs. 

The authors have studied the occurrence or develop- 
ment of bacterial resistance to erythromycin in cultures 
of sensitive strains and in organisms in patients under- 
going treatment with the antibiotic. The methods and 
materials used were similar to those described above 
[Abstract 637]. 

The search for highly resistant variants in sensitive 
Strains was made in 2 strains of streptococci, in 2 strains 
of pneumococci, and 2 strains of staphylococci (all 
of which were inhibited by 0-02 yg. to 0-20 yg. of ery- 
thromycin per ml.) by streaking a series of blood-agar 
plates containing concentrations of erythromycin in- 
creasing from nil to 800 zg. per ml. Luxuriant growth 


was observed on the antibiotic-free agar, but none on 
the plates containing erythromycin. 

The resistance of a strain of staphylococci after single 
subculture in broth containing 16 yg. of erythromycin 
per ml. gave a variation in sensitivity ranging from that 
inhibiting the parent strain (0-4 wg. per ml.) up to the 
exposed concentration. Repeated subculture in graded 
concentrations up to 100 jug. per ml. on blood-agar plates 
showed that all of 4 strains of Staphylococcus aureus 
and one strain of enterococcus rapidly increased in 
resistance so as to grow in 100 wg. per ml. after 3 to 5 
subcultures, but that 3 strains of pneumococci needed 12 
subcultures, while the resistance of a Group-A haemolytic 
streptococcus and one strain of Streptococcus viridans 
increased only slightly with 20 such transfers. 

Attempts to find cross-resistance to other antibiotics 
using 8 parent erythromycin-sensitive and 9 erythromycin- 
resistant strains of staphylococci gave negative results. 
Both sensitive and resistant strains were sensitive to 
penicillin, streptomycin, aureomycin, chloramphenicol, 
terramycin, bacitracin, polymyxin, and neomycin. 
Further subcultures (up to 10 in number) of resistant 
strains in antibiotic-free broth had no effect on the 
conferred resistance. Exposure to erythromycin did not 
affect the character of the organism as indicated by 
capsular swelling, type of colony, morphology, heat 
resistance, and haemolytic capacity. The power of 
coagulase production of the staphylococci was reduced 
with increasing resistance, however, and was not regained 
on subculture into antibiotic-free broth; the organisms 
did not coagulate milk and failed to ferment mannitol. 
Some resistance developed during the treatment of 2 
patients suffering from acute bacterial endocarditis due 
to Staph. aureus, the organisms, previously inhibited 
by a concentration of 0-4 jg. per ml. in both cases, 
becoming resistant to concentrations of 12-5 ug. and 
100 zg. per ml. respectively, but these two strains retained 
their biological characteristics, including that of coagulase 
production. Malcolm Woodbine 


639. Observations on Mode of Action of Erythromycin 
T. H. Hatcut and M. FINLAND. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)| 81, 188-193, Oct., 1952. 5 figs., 
5 refs. 


The mode of action of erythromycin was studied by 
observing the growth curves of 3 types of organism—a 
Group-A haemolytic streptococcus, a coagulase-positive 
strain of Staphylococcus aureus, and the MacLeod strain 
of Bacterium coli—when exposed to the antibiotic. The 
media and methods used were as described above ° 
[Abstracts 637 and 638]. 

The growth of the streptococcus was observed in 6 
cultures in broth containing respectively 0-0, 0-02, 0-04, 
0-2, 1-6, and 25 ug. of erythromycin per ml. © Pour-plate 
counts made at intervals up to 72 hours showed that with 
an increasing concentration of erythromycin (above 
0-04 xg. per ml.) there was a proportionate decrease in 
the period during which the number of viable organisms 
remained stationary. At 0-02 yg. per ml., however, a 
24-hour period of bacteriostasis was followed by 
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multiplication over the next 24 hours up to control level. 
Similar results were obtained with staphylococci but at 
higher concentrations of erythromycin. When varying 
sizes of inocula were used, the time required until no 
viable streptococci could be demonstrated was propor- 
tional to the number of organisms in the starting cultures, 
varying from 4 hours with 100 organisms to 24 hours 
with 1,000,000. On incubation of 24-hour cultures of 
streptococci with 0-0, 0-4, 1-6, and 6:3 ug. of erythro- 
mycin per ml., no significant differences were found in 
viable counts made at intervals up to 72 hours. 

The effect of the phase of growth was examined by 
adding erythromycin in concentrations up to 1-6 ug. per 
ml. after increasing incubation periods up to 48 hours. 
Similar growth curves resulted when the antibiotic was 
added at | or 2 hours, but when added in the most active 
phase of growth, that is after 6 hours, a brief period of 
bacteriostasis was followed by a rapid decline in the 
number of organisms. In cultures which had just 
achieved full growth an initial significant decline was 
followed by growth. This contrasted with the absence 
of any decrease in those cultures in which a steady 
growth-rate had been attained. Erythromycin had 
little effect when added to cultures of streptococci 
kept at 4°C. Preliminary studies with the strain of 
Bact. coli showed that low concentrations (1-6 yg. to 
25 yg. per ml.) caused a period of bacteriostasis with 
some decline in numbers, followed by multiplication up 
to the level of the controls. With concentrations of 
25 to 400 yg. per ml. a slow, steady depletion occurred, 
but viable organisms were still demonstrable after long 
periods. 

The authors conclude that the effect of erythromycin 
may be either bacteriostatic or bactericidal, that this 
depends on the sensitivity of the organism and the 
concentration of erythromycin, and that the antibiotic 
only affects multiplying bacteria. 

Malcolm Woodbine 


640. Antibiotic Combinations and Resistance to Anti- 
biotics: Penicillin-Erythromycin and Streptomycin— 
Erythromycin Combinations in vitro 

E. M. Purce i, S. S. WriGHT, and M. FINLAND. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 82, 124-131, 
Jan., 1953. 4 figs., 15 refs. 


Experiments were carried out at the Boston City 
Hospital and Harvard Medical School to see whether the 
development of resistance in staphylococci to penicillin 
and erythromycin in vitro could be suppressed by their 
exposure to both antibiotics simultaneously. Similar 
studies of the resistance of staphylococci and entero- 
cocci to streptomycin and erythromycin were also carried 
out. 

For the first part of the investigation one coagulase- 
negative and 6 coagulase-positive strains of staphylococci 
were chosen, all haemolytic and all sensitive to both 
penicillin and erythromycin. Increased resistance was 
obtained by subculturing (on to blood-agar containing 
graded concentrations of antibiotic) colonies the growth 
of which had previously been observed. A ratio of 16 
parts of erythromycin to one of penicillin was used in the 


combined studies. The strains of staphylococci used 
with streptomycin and erythromycin had _ recently 
been isolated from patients with severe infections. The 
inocula were obtained by subculturing from antibiotic— 
blood-agar plates to antibiotic-free broth, incubating for 
6 hours, and using this culture for the next transfer. 
Three parallel transfers were made—on to media con- 
taining erythromycin alone, streptomycin alone, and 
both together. 

In the second part of the investigation transfers were 
made in broth containing the antibiotics in some cases 
in place of solid media. The ratio of streptomycin to 
erythromycin when the two were used together was 16 
parts to | for some strains and 256 parts to | for others. 

On exposure to penicillin or erythromycin alone there 
was a steady increase in resistance to the antibiotic, but 
when both were used simultaneously, only a minor 
increase or none at all was manifest. After 20 sub- 
cultures on agar containing both antibiotics, all of 7 
strains of organism retained their original sensitivity to 
penicillin and 3 that to erythromycin. No cross- 
resistance was apparent. All the coagulase-positive 
strains retained this property whether the antibiotics 
were used singly or in combination, with 2 exceptions. 

On exposure to streptomycin or erythromycin alone, 
2 staphylococcal strains and an enterococcus showed a 
progressive increase in resistance, but on exposure to 
both antibiotics together the increase was much slower 
with the staphylococci and absent with the enterococcus. 
A comparison of the broth and plate methods showed a 
more uniform increase in resistance to erythromycin in 
broth. When 5 strains of staphylococci were exposed 
to both drugs in broth, development of resistance was 
slower and of a lower order of magnitude. Again no 
cross-resistance was apparent, and sensitivity to 7 other 
antibiotics was also unaffected, with the exception of 
increased resistance to neomycin following exposure to 
streptomycin. Biological reactions, including haemolysis, 
pigment formation, coagulase production, coagulation 
of milk, and fermentation of lactose, sucrose, and 
mannitol, were unaffected by resistance to streptomycin 
or erythromycin. 

The authors conclude that the development of re- 
sistance to penicillin, streptomycin, or erythromycin in 
vitro may be delayed and depressed by the use of certain 
combinations of these antibiotics. 

Malcolm Woodbine 


641. Effect of Prior Immunization on Bactericidal 
Action of Penicillin in vitro 

H. EaGie, R. FLEISCHMAN, and M. Levy. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol. (N.Y.)] 82, 201-205, Feb., 1953. 
1 fig., 4 refs. 


Experiments were carried out at the National Institutes 
of Health, Bethesda, Maryland, in an attempt to assess 
the degree to which the bactericidal action of penicillin 
may be modified by the presence of antibodies. White 
mice were immunized by intraperitoneal injections of 
Group-A streptococci and were then given intramuscular 
injections of penicillin. Subsequently organisms were 
injected into the muscle of one leg. Groups of animals 
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were killed at varying intervals in order to determine the 
number of organisms surviving. 

Initially, the organisms grew at the same rate in the 
immunized animals as in unimmunized controls similarly 
inoculated, but after 8 hours the number of viable 
organisms in the former was significantly smaller, and. the 
difference between the two groups became progressively 
more pronounced. The rapid bactericidal action of 
penicillin proceeded at the same rate for both groups, but 
once the blood level had fallen the course of the infection 
deviated in the two groups. In the non-immune mice the 
surviving organisms proliferated to cause a fatal infection, 
whereas in the immunized animals those organisms which 
survived the action Of penicillin gradually disappeared 
in the course of the following 24 to 48 hours, and all the 
animals survived. 

In another experiment, in which the animals were only 
partially immunized, similar results were 
obtained. R. B. Lucas 


642. The Effect of Magnamycin on Protozoa and 
Spermatozoa 

H. Seneca and D. Ipes. Antibiotics and Chemotherapy 
[Antibiot. and Chemother.| 3, 117-121, Feb., 1953. 
3 refs. 


Magnamycin has a specific effect on Gram-positive 
and Gram-negative cocci. Although relatively low blood 
levels are obtained, recent clinical studies indicate that 
some human infections due to pneumococci and staphy- 
lococci respond to 2 g. of magnamycin daily for 5 to 7 
days. Magnamycin has also been used with success in 
the treatment of chronic amoebiasis. 

The experiments described in the present article were 
undertaken at Columbia University, New York, to study 
the effect of this antibiotic on cultures of protozoa and 
human spermatozoa. The authors found that magnamy- 
cin in concentrations varying from 31-75 to 250 yg. per 
ml. inhibited the growth of Entamoeba histolytica, 
Trypanosoma cruzi, Leishmania donovani, Trichomonas 
vaginalis, and Trich. foetus. Trypanosoma rhodesiensis 
was killed in 1°, magnamycin solution in 4 minutes and 
in 125 wg. per ml. in 261 minutes. Human spermatozoa 
were immobilized by concentrations of 10 mg. per ml. in 
44 minutes, of 1 mg. per ml. in 95 minutes, and of 100 
eg. per ml. in 215 minutes. 

The authors consider that their results indicate that 
magnamycin should be given a trial in the treatment of 
amoebiasis, leishmaniasis, and trypanosomiasis. 

A. W. H. Foxell 


643. The Antibiotic Properties of Some Sour-milk 
Products. (AHTHOMOTHNeCKHe CBOHCTBA HEKOTOPbIX 
KHCJIOMOJIONHBIX MPOMyKTOB) 

V. I. BUKANovA. J:ueuena u Caxumapua  [Gigiena] 
32-36, No. 8, 1952. 1 fig., 5 refs. 


The antibiotic activity of various Russian sour-milk 
products against Bacterium coli, Staphylococcus aureus 
209, and Bacillus subtilis was investigated by the cylinder 
plate method. Activity was found with ** kumiss ”’ (fer- 
mented mare’s milk) and Japanese ** kvass ’’ (a product 
of the fermentation of lactic acid bacilli and yeast), and 


this activity was not destroyed by boiling or by neutraliza- 
tion. No activity was found with “ varenetz”’ (sour 
evaporated milk), acidophilin’’, or ** prostokvasha 
(coagulated sour milk). Activity was found in some 
factory samples of ** kephir *’ (fermented cow’s milk), and 
it could be correlated to a certain extent with the content 
of yeast and lactic acid bacilli in the product: the flora 
varied considerably from sample to sample, there being 
no antibiotic activity when coliform bacilli, sarcinae, or 
micrococci predominated. Cultures of Torula and 
Oidium lactis isolated from kephir and kumiss and 
grown in milk had little or no antibiotic activity, but some 
activity was present in cultures of lactic acid bacilli from 


the same source. D. J. Bauer 


644. A Study of the Bacteriostatic and Bactericidal 
Activity of Certain Combinations of Antibiotics. Clinical 
Applications. (Les associations d’antibiotiques. Etude 
et valeur de leurs pouvoirs bactériostatiques et bactéri- 
cides. Applications cliniques) 

R. Martin, Y. CHABBERT, and B. SurEAU. Presse 
médicale [Presse méd.| 61, 168-171, Feb. 11, 1953. 
5 figs. 


The authors have carried out bacteriological studies in 
order to determine the best possible combinations of 
antibiotics in relation to individual cultures of bacteria. 
Combinations of penicillin and streptomycin, of penicillin 
and chloramphenicol, of streptomycin and chloram- 
phenicol, and of chloramphenicol and terramycin were 
tested on 12 strains of streptococci, 10 of staphylococci, 
and several of Bacterium coli and salmonellae. If 
inspection of the culture indicated that no increase in its 
original opacity, as exemplified by a control, had 
occurred this was considered to indicate bacteriostasis; 
but if the density was less than the original a plate-count 
was performed to establish bactericidal action. In 
general, the combinations proved additive in so far as 
bacteriostatic properties were concerned, but not in regard 
to bactericidal activity. Penicillin and streptomycin 
were synergistic, but the other combinations were at best 
indifferent and mostly antagonistic, although there were 
certain exceptions in respect of bactericidal action. ° 

In applying these results clinically two determina- 
tions have to be made by the bacteriologist: (1) the effect 
of single and combined antibiotics on a liquid culture 
examined for density (bacteriostasis), and (2) the number 
of surviving colonies from tubes inoculated with a pre- 
determined number of bacteria from the culture, after 
incubation for 6 hours with known concentrations of 
single or combined antibiotics (bactericidal effect). In 
27 patients with such conditions as bacterial endocarditis, 
in which the results from the administration of a single 
antibiotic had proved disappointing, the combination of 
penicillin and streptomycin proved bactericidal in vitro 
and was most effective in treatment. 

James D. P. Graham 


645. Antibiotics in the Treatment of Toxoplasmosis 

D. E. Eytes and N. CoLeMAN. American Journal of 
Tropical Medicine and Hygiene [Amer. J. trop. Med. Hyg.] 
2, 64-69, Jan., 1953. 10 refs. 
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646. An Outbreak of Benign Meningo-encephalitis. 


Isolation of Coxsackie Virus 
J. F. GAcpine and A. D. MACRAE. 
372-376, Feb. 21, 1953. 9 refs. 


In Coventry during the summer of 1951 an unusually 
large number of cases of a benign form of meningo- 
encephalitis were encountered. In 90 out of 112 patients 
admitted to hospital the cell count in the cerebrospinal 
fluid was abnormal. A tentative diagnosis of non- 
paralytic poliomyelitis was supported by the simultaneous 
occurrence of cases of paralytic poliomyelitis, but later 
the disproportionately small number of patients who 
developed paralysis raised doubts about the accuracy of 
this diagnosis. 

Specimens of stools and serum were obtained from 8 
patients for virus investigation. A strain of Coxsackie 
virus was isolated from the faecal specimen from one 
patient with mild meningo-encephalitis and in this 
patient and 3 others an increase in titre of neutralizing 
antibody was observed during convalescence. No 
increase in neutralizing antibody was found in 3 other 
patients, including one with paralysis. A strain of polio- 
myelitis virus was isolated from this last patient, but 
from no other. 

Serological tests for lymphocytic choriomeningitis, 
mumps, and leptospirosis gave negative results. 

The cause of the outbreak is discussed and it is sug- 
gested that a Coxsackie virus may have been the aetio- 
logical factor in some of the cases described. 

Peter Story 


Lancet [Lancet] 1, 


647. Preliminary Report on Therapeutic Doses of 
Gamma Globulin in Measles and Mumps Encephalitis and 
Poliomyelitis 

L. Opessky, K. G. JENNINGS, I. J. SANDs, I. ScHiFF, and 
P. RosensLatt. New York State Journal of Medicine 
[N.Y. St. J. Med.] 53, 431-433, Feb. 15, 1953. 12 refs. 


The use of therapeutic doses of gamma globulin in 
cases of measies and mumps encephalitis and of polio- 
myelitis has been investigated at Kingston Avenue 
Hospital, Brooklyn, New York. Of 41 patients with 
measles encephalitis, 14 did not receive gamma globulin, 
12 were given 4 to 16 ml., and 15 were given 20 ml. or 
more in the acute phase of the disease. All the patients 
receiving 20 ml. or more survived, recovery in these 
patients being on the whole more complete and more 
rapid than in the patients receiving a smaller dose of 
gamma globulin or none at all. 

A total of 1 to 2-5 ml. of gamma globulin per Ib. body 
weight (2-2 to 5-5 ml. per kg.) was given to 17 patients 
with poliomyelitis, and a total of 0-13 to 0-66 ml. per Ib. 
body weight (0-3 to 1-5 ml. per kg.) to a further 8. In 
patients treated early in the disease recovery was quicker 
and more complete than in those who were not treated 
until the fourth day. When there was extensive neuro- 


logical involvement gamma globulin was ineffective. 
An 8-year-old boy with mumps meningo-encephalitis 
received 90 ml. of gamma globulin over a period of 40 
hours from the time of admission. Four days after 
admission the swelling in the parotid glands and the 
neurological symptoms had disappeared. 

In cases of virus infection invoiving the central ner- 
vous system the authors recommend administration, in 
divided doses, of a total of 1 to 2 ml. of gamma globulin 
per lb. body weight (2:2 to 4-4 ml. per kg.) within 24 to 
48 hours of the appearance of the neurological signs and 
symptoms. 

[This is an interesting paper, but since the authors do 
not indicate how the cases were selected for the various 
groups, it is impossible for the reader to assess the results. ] 

R. S. Illingworth 


648. Epidemic Pleurodynia in Texas. 
22 Cases 
R. J. HuesNer, J. A. Risser, J. A. Bett, E. A. BEEMAN, 
P. M. BEIGELMAN, and J. C. StronG. New England 
Journal of Medicine [New Engl. J. Med.] 248, 267-274, 
Feb. 12, 1953. 27 refs. 


The clinical features of pleurodynia are characterized 
by the sudden onset of acute pain in the chest or abdomen, 
raised temperature, and headache. Complications are 
rare, but meningitis, orchitis, and pleurisy have been 
observed. The duration of the illness is from 1 to 20 
days; the prognosis is good. 

In the present paper the authors report, from the U.S. 
National Microbiological Institute, a controlled study of 
22 cases of epidemic pleurodynia occurring in an out- 
break in Texas during the late summer of 1951. They 
found Coxsackie virus B3 in the faeces of 16 of the 22 
patients, suggesting that this virus was responsible for 
the outbreak. In 4 patients Coxsackie virus Al was 
found, in 2 of these being associated with Coxsackie 
virus B3. No virus was recovered from 4 patients, and 
the blood in 3 cases contained no antibodies against the 
B3 virus. 

The authors conclude that, from the epidemiological 
point of view, the simultaneous occurrence of Group-A 
and Group-B Coxsackie viruses in the same patient is 
important and deserves further study. 


A Study of 


Franz Heimann 


649. Clinical and Laboratory Study of Thirty-one 
Patients with Hemorrhagic Fever 

G. J. BARBERO, S. Katz, H. Kraus, and C. L. LEEDHAM. 
Archives of Internal Medicine [Arch. intern. Med.] 91, 
177-196, Feb., 1953. 4 figs., 3 refs. 


During the summer and autumn of 1951 an acute 
febrile illness complicated by hypotension, widespread 
haemorrhage, and renal insufficiency occurred in epi- 
demic proportions among United Nations troops in 
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Korea. In the present paper the authors report a study, 
carried out at a military hospital in Pusan, of 31 of the 
patients. The onset of the disease was usually abrupt, 
with fever, headache, dizziness, and blurred vision. In 
the first few days malaise, anorexia, nausea, vomiting, 
and myalgia developed, resulting in severe prostration. 
The signs and symptoms were most marked between the 
3rd and 7th days of the illness. At the end of the first 
week an increase in capillary fragility, prolongation of 
bleeding time, and a low platelet count were observed. 
Clinically, the renal condition resembled lower-nephron 
nephrosis. By the 3rd or 4th week of the illness most of 
the symptoms and signs had disappeared. Usually 
there was no residual damage or incapacitation. 
[The laboratory investigations are described in detail 
and the results clearly illustrated in composite charts.] 
J. B. Enticknap 


See also Pathology, Abstract 613. 


650. Infectious Mononucleosis with Diffuse Involvement 
of Nervous System. Report of a Case 

M. J. FREEDMAN, L. T. ODLAND, and E. A. CLEVE. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat. (Chicago)] 69, 49-54, Jan., 1953. 2 figs., 
21 refs. 


651. Meningococcic Meningitis: Treatment with Large 
Doses of Penicillin Compared to Treatment with Gantrisin 
M. H. Lepper, H. F. DOWLING, P. F. WEHRLE, N. H. 
Biatt, H. W. Spres, and M. Brown. Journal of Labora- 
tory and Clinical Medicine {J. Lab. clin. Med.] 40, 891- 
900, Dec., 1952. 4 refs. 


In this paper from the University of Illinois College of 
Medicine, Chicago, the use of large doses of penicillin in 
the treatment of meningococcal meningitis is discussed 
in relation to various groups of patients and compared 
with treatment with “ gantrisin’’ (sulphafurazole). 
Altogether 130 cases were studied, but 10 of these are 
excluded from the tables because the patients were 
considered on admission to be suffering from fulminating 
infection and so ill that no therapeutic agent of possible 
use could be withheld. 

There were 78 cases in the controlled part of the study, 
and 38 of these were initially given gantrisin in doses of 
0-05 to 0-06 g. per Ib. (0-11 to 0-13 g. per kg.) body weight 
intravenously, and later 0-1 to 0-13 g. per lb. (0-22 to 
0-28 g. per kg.) orally or parenterally in the 24 hours. 
The other 40 patients were treated with penicillin in the 
form of the sodium or potassium salt in doses of 1 mega 
unit intramuscularly or intravenously every 2 hours for 
| or 2 days. Procaine penicillin, 600,000 units, in 
aqueous suspension was then substituted gradually. 
Infants received smaller doses in the later stages of treat- 
ment, which in all cases continued for 7 days after the 
temperature became normal. 

The remaining cases fell into 3 groups. The first 
group consisted of 14 patients who had been treated with 
two or more therapeutic agents before admission. 
These patients received “ gantrisin’’ and procaine 
penicillin. The 11 patients in the second group were 
given combined therapy because of doubt as to the 
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diagnosis at the time of their admission. They received 
penicillin and, in addition, aureomycin in doses of 50 
mg. per kg. in 24 hours, at first intravenously and later 
by mouth; 4 had sulphadiazine also. In the last group 
were 13 patients who were considered to have been 
sufficiently treated before admission to hospital, and 4 
who received aureomycin alone. 

The duration of fever was least in the patients given 
penicillin alone (approximately 2 days as compared with 
3 or 4 days in the other groups). Mental disturbance 
was also of shorter duration in the penicillin-treated cases. 

The authors consider 5 factors important in the 
prognosis of meningococcal meningitis: age, history of 
convulsions, mental disturbance on admission, and reduc- 
tion in sugar and increase in protein levels in the cerebro- 
spinal fluid. The various groups were comparable in 
respect of these factors. 

Apart from the 10 fulminating cases, all of which were 
fatal, there was only one death—a man of 45 years, not 
considered to have a fulminating infection on admission, 
died after 14 hours in hospital, when only one dose of 
penicillin had been given. In a child aged | year hemi- 
plegia and mental retardation were still evident 14 months 
after cessation of treatment. This was the only compli- 
cated case. ' . 

The authors suggest that their results indicate that 
administration of penicillin in the doses used is excellent 
therapy, but admit that their cases were in the favourable 
age groups between | and 40 years. T. Anderson 


652. Electrocardiographic Studies in Scarlet Fever. An 
Investigation with Special Reference to the Effect of 
Penicillin Treatment. [In English] 

M. LEVANDER-LINDGREN. Acta paediatrica [Acta 
paediat. (Uppsala)| Suppl. 91, 1-211, 1952. 48 figs., 
bibliography. 


653. Use of Two Stilbene Derivatives (Diethylstilbestrol 
and Stilbamidine) in Treatment of Blastomycosis 

A. C. Curtis and E.R. HARRELL. Archives of Dermato- 
logy and Syphilology [Arch. Derm. Syph. (Chicago)] 66, 
676-690, Dec., 1952. 10 figs., 11 refs. 


A new approach to the treatment of blastomycosis is 
offered by the use of the stilbene compounds diethyl- 
stilboestrol and stilbamidine, and the authors report, from 
the University of Michigan Medical School, Ann Arbor, 
the treatment of 4 patients with these drugs. In the first 
2 cases, of cutaneous blastomycosis treated with 3 mg. 
of diethylstilboestrol daily, the lesions completely 
disappeared in 3 to 4 months. In the other 2 patients, 
suffering from systemic blastomycosis, the disease 
rapidly improved with 3-0 g. and 7:2 g. respectively of 
stilbamidine; both patients remained well and cultures 
were negative for 4 months after treatment, though one 
later had 2 mild cutaneous relapses. 

The fungistatic effect of the group of stilbenes is being 
studied in vitro. The therapeutic effect is believed to be 
due more to an antimicrobial chemotherapeutic action 
than to a hormonal action. Toxic reactions, consisting 
of sensory changes affecting the fifth nerve, are known to 
follow courses of stilbamidine. Kate Maunsell 
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654 (a). Multiplication and Survival of Tubercle Bacilli in 
the Organs of Mice 

C. H. Pierce, R. J. DuBos, and W. B. SCHAEFER. Journal 
of Experimental Medicine {J. exp. Med.| 97, 189-205, 
Feb., 1953. 2 figs., 17 refs. 


654 (b). Antituberculous Immunity Induced in Mice by 
Vaccination with Living Cultures of Attenuated Tubercle 
Bacilli 

R. J. Dusos, C. H. Pierce, and W. B. SCHAEFER. Journal 
of Experimental Medicine [J. exp. Med.] 97, 207-220, 
Feb., 1953. 1 fig., 10 refs. 


654 (c). Antituberculous Immunity in Mice Vaccinated 
with Killed Tubercle Bacilli 

R. J. Duos, W. B. ScHAgreR, and C. H. Pierce. Journal 
of Experimental Medicine {J. exp. Med.] 97, 221-233, 
Feb., 1953, 23 refs. 


These three papers fram the Rockefeller Institute for 
Medical Research, New York, describe experimental 
investigations into the relationship between the virulence 
of various strains of Mycobacterium tuberculosis, the 
different extent to which they multiply in the mouse, and 
the dmmunity following such multiplication, and include 
a preliminary report on the nature of the protective 
antigen present in killed bacilli. 

In the first group of experiments the organ viable 
count—the number of viable organisms present—in the 
heart blood and in each organ of mice infected with 
different strains and by different doses was estimated at 
different times after infection by removing the organ 
aseptically, grinding and emulsifying it in 2°, bovine 
albumin, and plating out dilutions of the emulsion on 
oleic acid—albumin agar, the colonies being counted 
after 14 days’ incubation at 37-5°C. All these pro- 
cedures were carried out in a chamber, enclosed except 
for armholes, which was connected to an extraction fan 
and filter and which could be sterilized by ultraviolet 
light before and after each experiment. 

Infection by the intracerebral route was first used, but 
was supplanted by intravenous injection, which gave 
more reproducible results. The responses to infection 
by the subcutaneous and intraperitoneal routes were very 
irregular. The organisms, whether of virulent or 
attenuated strains, could be recovered from the blood 
only immediately after intravenous or intraperitoneal 
injection. In the spleen their numbers increased for the 
first few weeks and then declined (the exact timing 
depending on the strain, dose, and route of injection), 
while the count in the lungs increased steadily during the 
period of observation (8 to 12 weeks). The virulent 
human type, H37Rv, gave high spleen counts and killed 
all the mice within 8 weeks; the avirulent human strain, 
H37Ra, which does not produce lesions or disease in 
normal guinea-pigs, rabbits, or mice, slowly decreased in 
numbers in both spleen and lungs from the day of 


injection, the spleen becoming sterile after 8 weeks; the 
attenuated human strain, RI Rv, which produced moderate 
lesions in guinea-pigs without causing death, persistently 
gave moderately high spleen counts, but the mice 
remained in apparently good health. Two strains of 
B.C.G. multiplied te different extents. From the time 
taken for H37Ra to disappear completely (8 weeks) it is 
suggested that this strain was not killed by cellular or 
humoral agencies, but died because the environment was 
unfavourable for multiplication. Whereas this strain 
can be regarded as truly avirulent, B.C.G. and 
RIRv, which can multiply in vivo without causing 
death, are therefore more accurately described as 
attenuated. 

As there is usually only a small difference between the 
period of survival of a group of animals vaccinated with 
B.C.G. and that of a control group, when both are 
challenged by a virulent strain of tubercle bacillus, the 
accurate estimation in this way of an increase in im- 
munity brought about by vaccination demands the use 
of uneconomically large numbers of animals. In their 
second series of experiments, therefore, the authors 
estimated changes in immunity by measuring the changes 
in organ viable count, using the methods already de- 
scribed, following challenge by a small number of virulent 
bacilli. Preliminary experiments showed that vaccina- 
tion with living avirulent or attenuated strains given by 
intravenous or intraperitoneal injection was never com- 
pletely effective and could not double the average survival 
time after intravenous challenge 2 to 4 weeks after 
vaccination. Repeated viable counts showed far more 
striking differences, the counts made on the control 
animals being at least 10 times greater than those on mice 
vaccinated with B.C.G. Increased resistance was still 
detectable 17 weeks after vaccination. The .degree of 
protection conferred by a given strain was found to be 
proportional to the extent to which its numbers increased: 
H37Ra failed to produce detectable resistance, as would 
be expected from its failure to multiply in vivo. (It is 
pointed out that although successful vaccination with 
H37Ra has been reported, the doses employed were far 
larger than those used in the present experiments.) 
When isoniazid treatment was started at the time of 
vaccination with living attenuated strains, growth of the 
vaccine was almost entirely prevented and the resistance 
of the vaccinated animals differed little from that of the 
controls. However, a marked increase in resistance was 
observed when isoniazid was first given 11 days after 
vaccination, presumably owing to the uninterrupted 
initial growth of the organism. In the third investigation 
killed vaccines were prepared from strains of Myco. 
tuberculosis of widely varying virulence by adding 
phenol in a final concentration of 2% to 2-week-old 
cultures in “tween ’’—albumin medium. After 2 days 
the organisms were washed in distilled water and re- 
suspended in 0-1°%% tween 80. The vaccines were then 
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injected intraperitoneally in doses of 1-0, 0-2, or 0-04 mg. 
(dry bacilli) into mice, which were challenged 2 weeks 
later by the intravenous.injection of a virulent human 
strain. As with living attenuated vaccines, survival time 
was found to be a less sensitive index of protection than 
the changes in organ viable counts, but by either criterion 
resistance was increased after either 1-0 or 0-2 mg. of 
any of the vaccines used, the viable counts being at least 
10 times higher in the control than in the vaccinated 
groups. The protective power of each vaccine was unre- 
lated to the virulence of the strain from which it was 
prepared, H37Ra being as effective as H37Rv. A dose 
of 1-5 to 0-075 mg. of killed H37Ra gave as good 
protection as 0-2 10-2 ml. of a living culture of RIRv. 
The immune mechanisms of the vaccinated mice could 
retard the growth of the challenge strain but could not 
destroy it entirely. 

The protective power of the phenolized vaccine was 
moderately reduced by heating to 100° C. for 30 minutes 
at pH 7 or pH 2, while greater impairment followed 
heating at pH 10. Extraction and grinding of a dried 
culture of H37Ra in 88% phenol until the bacilli were 
amorphous and no longer acid-fast yielded a phenol- 
insoluble residue with protective powers and a non- 
protective phenol-soluble fraction. 

These results suggest that the development of immunity 
depends on the presence of a minimum mass of bacterial 
matter. This may be derived from the multiplication 
in vivo of an initially inadequate dose of an attenuated 
living vaccine, in which case the potency of the vaccine 
strain depends on its rate of growth in vivo, or by the 
injection of an adequate amount of killed bacilli or 
bacillary extract. G. G. Meynell 


655. Variation in Technique of Intracutaneous B.C.G. 
Vaccination 

C. E. PALMER and P. Q. Epwarps. British Medical 
Journal (Brit. med. J.] 1, 363-368, Feb. 14, 1953. 4 figs., 
6 refs. 


This detailed paper from the Tuberculosis Research 
Office of the World Health Organization, Copenhagen, is 
concerned with the factors that may cause variation in 
the amount of B.C.G. administered by intracutaneous 
injection in mass campaigns. Although a standard dose 
of 0-1 ml. is specified, the authors state that since most 
syringes leak to a greater or lesser extent the amount of 
B.C.G. injected is, in practice, commonly estimated by 
measuring the diameter of the skin weal. A study of the 
relation of the weal diameter to the volume and depth of 
the injection showed that the diameter of the weal 
produced by a constant volume of liquid decreased with 
increasing depth of injection, and that when injections 


were made at a constant depth there was a linear relation- - 


ship between the diameter of weal produced and the 
logarithm of the volume injected. In the authors’ words, 
this means that ** deep intracutaneous injections of 0-1 ml. 
gave weals averaging 3-1 mm. smaller than the same 
\olume injected superficially—a decrease as great as that 
from a fourfold reduction in volume given superficially *’. 
The authors calculate that there must be up to four- or 
five-fold differences between the average volumes ad- 


ministered by different vaccinators, and probably even 
greater variation in the individual doses. 

The degree of skin sensitivity produced by B.C.G. 
vaccination, as judged from the size of the indurated 
area produced by the Mantoux test, is practically un- 
affected by variations (within the range likely in mass 
campaigns) in the total weight of bacilli administered, 
the volume injected, or the depth of injection, but the 
local response is markedly dependent on the depth and, 
to a lesser extent, the volume of the injection. With 
standard-strength vaccine (0-75 mg. per ml.) the incidence 
of abscesses and abnormal scars at the site of vaccination 
steadily rose from about 1% for superficial injections to 
30 to 40°%% for subcutaneous injections in two studies 
carried out on large groups of children. 

[The original should be read by all those practisin 
B.C.G. vaccination, as its contents cannot be adequately 
summarized.] G. G. Meynell 
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656. An Evaluation of Extrapleural Pneumonolysis | 
Based on a Follow-up Study of Seventy Cases with Lucite 

Plombage 

J. ZIMMERMAN, J. B. Grow, and A. Hurst. Diseases of 
the Chest {Dis. Chest] 22, 491-513, Nov., 1952. 6 figs., 

16 refs. 


The advantages and disadvantages of extrapleural 
pneumonolysis in the treatment of tuberculosis are dis- 
cussed and 70 cases in which this procedure was carried 
out with lucite balls for plombage are analysed. The 70 
cases were treated at the National Jewish Hospital, 
Denver, Colorado, between 1946 and 1948, and 67 have 
been followed up for periods varying from 2} to 5 years. 
It is pointed out that the chief weakness of the operation 
lies in the separation of the periphery of the lung from 
the rich blood supply of the chest wall, with the resultant 
risk of cavity rupture or lung necrosis. 

The disease was inactive and the sputum negative in 
32 out of 49 patients undergoing unilateral plombage 
only and in 5 out of 9 undergoing bilateral plombage. 
In 12 cases resection (pneumonectomy, 4; lobectomy, 8) 
was performed with lucite plombage—in 8 of the cases 
because extrapleural pneumonolysis had failed and in 4 
as a planned procedure. In 4 additional cases, not 
included in the original 70, lucite balls were used as a 
prosthesis after resection. In this group of 16 patients 
undergoing resection there were 4 deaths, all due to 
bronchial fistula; 2 of the survivors had fistulae. 

In the series as a whole there was one death in the 
immediate postoperative period, due to congenital heart 
disease, and 9 deaths 6 months to 24 years after operation. 
Broncho-extrapleural fistula was the most serious 
complication, occurring early by rupture of a large cavity 
in 3 cases and as a late complication id 6; 7 of these 9 
patients died. 

The results in 16 patients with cavities exceeding 3 cm. 
in diameter were particularly poor: in only 6 was the 
disease inactive, 7 had died, and 3 survivors had a positive © 
sputum. Lucite balls were removed in 11 cases, in 2 as 
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the procedure of choice with thoracoplasty and in 9 for 
bronchial fistula. 

The authors conclude that extrapleural pneumonolysis 
is contraindicated in cases of giant or peripheral cavita- 
tion, and that it should not be considered in any case 
that is suitable for thoracoplasty. If dense adhesions are 
encountered during the extrapleural stripping process the 
operation should be abandoned. “ To avoid the risk of 
late broncho-extrapleural fistula, the operation should be 
planned ideally ...as a temporary collapse procedure 
and thoracoplasty, sufficient to collapse the space, 
performed as soon as the extrapleural shelf has stabilized 
satisfactorily (about 6 months). The _ extrapleural 
plomb increases the danger of broncho-pleural fistula 
after resection under it, and it is recommended that the 
plomb be removed and thoracoplasty performed before 
proceeding with resection.” F. J. Sambrook Gowar 


657. The Present Status of Lung Resection for Pul- 
monary Tubercuiosis 

F. H. YounG. British Medical Journal (Brit. med. J.] 1, 
287-291, Feb. 7, 1953. 


This is a general survey from the physician’s point of 
view of 78 cases of pulmonary tuberculosis treated by 
lobectomy or pneumonectomy at the Brompton Hospital, 
London, during 1949 and 1950. Of these, 80% have been 
followed up for a minimum of 2 years. Patients were 
under the care of several physicians and surgeons, and do 
not represent any particular type of case. 

The author confirms the opinion that resection may 
render safe those cases which are unsuitable for other 
forms of collapse therapy or surgical treatment, and he 
points out that of 58 cases of this type dealt with, the 
disease has been rendered quiescent, with a good prospect 
of final arrest, in 64°,, and that these patients would 
otherwise have been dead or hopeless invalids. He 
considers that the basic indication for resection is 
bronchial stenosis or its results, and he emphasizes that 
bronchoscopy is not infallible in the diagnosis of this 
condition ‘and that bronchography and trial pneumo- 
thorax may help. Residual pulmonary function can 
often be forecast more accurately from a study of the 
radiographs than from function tests, which the author 
finds rather disappointing ’’ in doubtful cases. [He 
does not, however, specify the, type of function study 
he has used.] 

In discussing the reasons for resection in his cases, 
the author divides them into three classes. (1) Where 
the alternative was chronic invalidism in such conditions 
as destroyed lung or lobe, bronchial stenosis, cavitated 
and bronchiectatic lesions of the middle and lower lobes, 
and cavitated lesions with empyema; here the value to 
the patient of a restricted life with probable deterioration 
of his condition if nothing is done must be balanced 
against the risk of operation. (2) Where the alternative 
was some other form of surgery. In 7 cases in which 
pneumonectomy was performed, complete thoracoplasty 
would have been a possible alternative; in 8 further 
cases upper thoracoplasty would have been possible. 
From the point of view of function, upper lobectomy 
probably gives a better result than 7-rib thoracoplasty, 
provided pneumoperitoneum and phrenic nerve inter- 
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ruption are not employed, but the operative risk is 
greater and the operation may have to be more extensive 
than was intended because of technical difficulty. Re- 
section is preferable, however, when bronchial stenosis 
is present and has the advantages of being completed in 
one stage and of leaving less deformity than thoraco- 
plasty. (3) In 5 cases subsequent examination of the 
specimen showed that non-surgical treatment would 
have been adequate, according tothe author. He stresses 
that resection is not indicated in the absence of tubercle 
bacilli or other evidence of activity. 

Deterioration of the disease, when present in the 
opposite lung, was more frequent within a year of opera- 
tion, and especially in patients over 50 years old and 
those in whom the disease had been unstable during the 
preceding year. 

Of the 78 patients, the result was satisfactory, with the 
disease apparently arrested and no tubercle bacilli in the 
sputum, in 53, and unsatisfactory in 15; 10 patients 
have died. John Sumner 


658. A Special Complex of Pulmonary Tuberculosis in 
the Right Upper Lobe with Involvement of the Interlobar 
Pleura 

L. Dunner. Diseases of the Chest [Dis. Chest] 23, 
72-80, Jan., 1953. 4 figs., 4 refs. 


In this paper, based on 40 cases (20 each in males and 
females) seen at the Hull Chest Clinic, the author 
describes a special complex of pulmonary tuberculosis. 
The diagnosis in these cases, he says, depends upon radio- 
logical and bacteriological findings. Characteristically 
the right upper lobe is affected and the interlobar septum, 
constituting the lower boundary of the lesion, forms an 
arch with its concavity downward across the whole 
breadth of the hemithorax. All the 40 cases reported 
were sputum-positive. In 34 cases the whole of the 
upper lobe was involved. In 12 of them there was a 
homogeneous opacity resembling obstructive atelectasis 
and in 11 of these cavitation was present, but broncho- 
scopy was not performed to find the cause of the 
atelectasis. According to the author, spontaneous 
healing may take place by resorption, fibrosis, or calcifica- 
tion, but in other cases the condition remains stationary 
or deteriorates and ends fatally. Of the 34 cases in this 
group, healing occurred in only 15. 

[More clinical details and better assessment of end- 
results would have made this a more useful article.] 

Kenneth Marsh 


659. Sleep and Tuberculosis 
B. BENJAMIN and F. A. Nasu. Tubercle [Tubercle (Lond.)} 
1 ref. 


The authors comment on the paucity of evidence 
concerning the phthisiogenetic importance, if any, of 
sleep habits. In an initial inquiry into this subject they 
arranged interrogation of 581 persons attending a 
London County Council mass x-ray unit in South-west 
London for large-film examination. Before being 


photographed the subjects were asked their time of 
going to bed and of getting up and also if their sleep 
habits had changed in the previous 12 months. 


| 
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It appeared that women at all ages spent more time in 
bed than men, the averages being 8-4 and 8-0 hours 
respectively. The period decreased with age except in 
women over 45 (probably weighted by a few individuals). 
Married persons spent less time in bed than single, but 
this may have been determined by the decrease in sleep 
requirement with age. 

On subsequent radiological examination 77 of the 581 
subjects were found to have lesions suspected to be 
tuberculous, while a further 325 had other abnormalities. 
(It was fully realized that the group was preselected.) 
Of the ** tuberculous * group 38°% spent less than 8 hours 
in -bed as compared with 26°, of the more normal sub- 
jects, but in view of the many possible fallacies the 
authors do not regard the difference as significant. 

They conclude that the amount of sleep, though it may 
be a factor in the aetiology of tuberculosis, is unlikely to 
be one of prime importance. They submit that further 
investigation is desirable and offer some suggestions for 
this. ° R. J. Matthews 


660. The Place of Chemotherapy in Planned Treatment 
Regimes for Pulmonary Tuberculosis (A Review of 395 
Patients) 

G. F. Epwarps. Tubercle [Tubercle (Lond.)] 34, 42-50, 
Feb., 1953. 17 refs. 


The value of 3 months’ chemotherapy as a prelude to 
other treatment for pulmonary tuberculosis was tested 
on 395 patients at the Connaught Military Hospital 
for Chest Diseases, Hindhead, Surrey, during the period 
October, 1949, to April, 1951. All showed evidence of 
recent or recently reactivated disease, and none had had 
previous institutional treatment. On admission 360 
cases were sputum-positive; two-thirds were of the acute 
exudative type, and in 255 the disease was bilateral. In 
236 there was unilateral cavitation and in 73 bilateral. 
According to the Ministry of Health classificaticn 70% 
were graded B.2 and a further 21% B.3. 

All the patients were treated for 3 months with daily 
intramuscular injections of 1 g. of streptomycin calcium 
chloride (up to 90 g.), after an assessment period of 
one month (except in 28 very acute cases); this treatment 
was combined with 3 daily doses of 5 g. of p-aminosali- 
cylic acid given by mouth on 6 days in each week. 

At the end of this time, careful assessment showed 
the response to be good in 65% and moderate in a further 
24°, of cases. Sputum became negative in 294 patients 
(82°, of those positive on admission), and only 9% 
remained pyrexial. Postero-anterior radiography and 
tomography indicated cavity closure in 36% of those 
with unilateral cavitation, while radiological regression 
was seen in 84°% of all cases. Only 11 cases failed to 
respond, these developing drug reactions; the evolution 
of streptomycin-resistant organisms was said to be 
uncommon ”’, 

Where indicated, other treatment was now given, 
including collapse therapy, phrenic crush, and major 
Surgery. All cases were reassessed 12 months after 
admission. Improvement had been maintained in 86%, 
but the proportion with sputum conversion had risen to 
93°,, and 87°% of all cavities were considered closed. 


About 40 patients (10%) showed no material improve- 
ment, 11 were worse, and 4 had died. Of the total 
number 70% had been discharged with quiescent disease 
after an average stay of 9 months. 

[The high rates of sputum conversion and cavity 
occlusion are exceptional and, in such a large number of 
cases, significant, amply justifying the regimen adopted. 
Assessment appears to have been made with care, but 
some further information on the infrequent development 
of streptomycin-resistant organisms would be useful.] 

R. J. Matthews 


661. The Treatment of 414 Cases of Pulmonary 
Tuberculosis with Isoniazid. (Traitement de 414 tubercu- 
leux pulmonaires par l’isoniazide) 
A. Lotte and J. Poussier. Revue de la tuberculose [Rev. 
Tuberc. (Paris)| 17, 1-29, 1953. 


The authors present some preliminary results of a 
survey of the treatment of 414 cases of pulmonary 
tuberculosis with isoniazid, in which 12 Parisian hospitals 
and 8 provincial sanatoria cooperated with the French 
National Institute of Hygiene for a period of 6 months. 
In 215 of the cases (Group 1) the lesions were considered 
to have been present for more than 6 months, and in 199 
cases (Group 2) they were of less than 6 months’ duration 
or there had been an acute recurrence of the disease 
(after stabilization) during that time. In Group 1, 195 
patients had already received PAS or streptomycin, either 
singly or in combination. Of the 261 cases in which it 
was possible to obtain enough evidence to assess the 
progress of the disease before treatment began, 22% were 
improving, 39%, were deteriorating, and 39% were 
stationary. The dose of isoniazid in most cases was 
5 mg. per kg. body weight daily, but it varied between 
4 and 7 mg.; the duration of treatment was 3 months in 
all but 9 cases. Minor toxic effects were observed in 
22% of cases. Treatment was abandoned in 12 cases, 
either because the patient’s condition deteriorated during 
treatment or because of toxic effects. There were 
7 deaths. 

Improvement in symptoms was noted in 75% of all 
cases. Sputum was decidedly diminished in quantity in 
75% of patients in Group 2 but in under 50% of those in 
Group | (old lesions). Fever was present in 203 patients 
before treatment began, and 68°% of those in Group 2 
and 53% of those in Group 1 became afebrile by the end 
of 3 months. An increase in weight of at least 10% in 3 
months was observed in 54% of Group 2 and in 33% of 
Group 1. Radiologically, 45% of Group 2 and 10% of 
Group | showed a definite improvement. In 141 patients 
in Group 2 the sputum, previously positive for tubercle 
bacilli, was re-examined after 3 months and in 73% was 
found to be negative; in only 50 of these cases, however, 
was the sputum cultured. In Group 1 the comparable 
figures were 158 re-examined and 35% negative, a culture 
being made in 121 cases. Of 42 bacillary strains tested 
for resistance to isoniazid 36 (86°) were found to be 
sensitive to the drug at the beginning of treatment, but 
in 3 months this figure had fallen to only 6%. The 
problem of the development of resistance is discussed. 

T. M. Pollock 
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662. The Development of Bacillary Resistance in Cases 
of Pulmonary Tuberculosis Treated with Isoniazid. 
(L’évolution de la résistance bacillaire chez les tubercu- 
leux pulmonaires en traitement par l’isoniazide) 

P. J. Coretsos. Revue de la tuberculose [Rev. Tuberc. 
(Paris)| 17, 75-89, 1953. 7 figs., 1 ref. 


The author discusses the development of resistance to 
isoniazid in 40 cases of pulmonary tuberculosis under- 
going treatment at Champcueil Sanatorium near Paris. 
All were chronic cases with cavitation. Diagrams of the 
x-ray appearances before and after treatment are 
reproduced, and the development of resistance at various 
stages is shown graphically. All the patients had 
received between 70 and 240 g. of streptomycin before 
treatment with isoniazid, and the degree of resistance to 
the former drug was also determined in each case. 

The cases are divided into 3 groups. The first group, 
consisting of 18 cases, were all resistant to streptomycin 
before treatment with isoniazid began; all had become 
resistant to the latter drug by the third month of treat- 
ment. The second consisted of 6 cases which had 
been treated with smaller amounts of streptomycin given 
in conjunction with PAS and were not resistant; only 
one of these became resistant to isoniazid, in the fifth 
month of treatment. Of the third group of 6 cases, 3 
were sensitive and 3 resistant to streptomycin before 
beginning treatment; they were given isoniazid combined 
with PAS, and in no case did resistance to either agent 
develop. T. M. Pollock 


663. Isoniazid in the Treatment of Tuberculous Empy- 
ema. (L’isoniazide nel trattamento  dell’empiema 
tubercolare) 
M. REALE, S. Ferro, and S. KUNKL. Giornale italiano 
della tubercolosi (G. ital. Tuberc.) 7, 3-16, Jan.—Feb., 
1953. 28 refs. 


Of this series of 40 cases of tuberculous empyema 
reported from the Maragliano Sanatorium at Genoa, 
15 were secondarily infected. All but 2 cases were 
associated with artificial pneumothorax, which was 
considered to have been ineffective in 20. In every 
secondarily infected case a broncho-pleural fistula was 
present, and in 6 an external fistula also. The following 
regimen was carried out. (1) All cases received local 
treatment with aspiration and pleural lavage. In addi- 
tion, isoniazid was administered orally in doses of 4 mg. 
per kg. body weight daily, with rest periods of 8 to 10 
days each month; PAS was also given orally for the first 
month. (2) Patients who did not respond to the above 
treatment also received 50 to 100 mg. of isoniazid in 
saline intrapleurally after aspiration and lavage, weekly 
or twice weekly. (3) In secondarily infected cases 
streptomycin, penicillin, chloramphenicol, or sulphona- 
mides were also given, the choice of drug depending on 
sensitivity tests on the pyogenic organism. In some cases 
streptomycin, PAS, or thiacetazone was also given 
intrapleurally when the response to isoniazid was un- 
satisfactory. Cases with thick exudate and intrapleural 
debris received streptokinase and streptodornase. 

The results were regarded as “ excellent” (that is, 
healing of the broncho-pleural fistula, disappearance of 
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fluid, and the empyema cavity obliterated or remaining 
dry) in 10 cases; in 6 others the result was ** good ”’, 
the purulent fluid becoming serous and the general con- 
dition improving; while in 4 more the results were 
**fair’’. Of the 10 cases with an excellent result, 5 had 
been secondarily infected. Clinical signs of improve- 
ment were manifest after one month in 14 cases and after 
2 months in 6. 

The most striking and rapid effect of oral administra- 
tion of isoniazid was in the healing of broncho-pleural 
fistulae, in which respect the drug was much superior to 
the antibiotics. In one case that had not responded to 
4 years’ treatment with streptomycin, PAS, and lavage, 
isoniazid produced closure of the fistula and dis- 
appearance of fluid after one month. Topical application 
of isoniazid had a good effect in one case only; in 
3 others the local condition deteriorated, and in one 
there was general improvement only. The fibrinolytic 
agents, which were used in only a few cases, did not 
appear materially to affect progress. The empyema 
cavities became smaller in the course of therapy, but in 
only 2 cases were they completely obliterated. 

D. Weitzman 
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664. Mode of Action of Streptomycin in Relation to the 
Changes in Spinal Fluid Sugar in Tuberculous Meningitis 
—il. Observations on the Effect of Intrathecal Strepto- 
mycin Treatment on the Cerebrospinal Fluid Sugar in 
Tuberculous Meningitis 

R. H. FriepMan, D. L. THursTON, and A. F. HARTMANN. 
Journal of Pediatrics [J. Pediat.] 42, 161-170, Feb., 1953. 
6 figs., 7 refs. 


The authors have confirmed the findings of other 
observers that streptomycin, when injected intrathecally 
in the initial treatment of tuberculous meningitis, causes 
a rise in the cerebrospinal-fluid sugar level. The results 
of their investigations show that this is a real increase 
and not an artefact due to the action of streptomycin 
as a non-glucose reducing substance, and that it is not 
always correlated with clinical improvement in the disease 
process. In cases in which intrathecal glucose had been 
given in advance of the test period variable resuits were 
obtained and a rise did not always occur. 

A. W. H. Foxell 


665. Mode of Action of Streptomycin in Relation to the 
Changes in Spinal Fluid Sugar in Tuberculous Meningitis 
—Ill. A Theory of the Mode of Action of Streptomycin 
in vivo with a Commentary on the Current Literature 

R. H. FriepMAN, D. L. THURSTON, and A. F. HARTMANN. 
Journal of Pediatrics [J. Pediat.| 42, 171-176, Feb., 1953. 
1 fig., 21 refs. 


The aetiology of the low cerebrospinal-fluid (C.S.F.) 
sugar level found in bacterial meningitis has remained in 
doubt. Different observers have suggested that it may 


be due to a decreased permeability of the blood-C.S.F. 
barrier to glucose, an increase in the glycolytic rate of the 
damaged meninges and choroid plexuses, or consump- 
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tion of C.S.F. glucose by the glycolytic activity of bacteria 
and ceils. This last explanation can be dismissed as a 
cause of the low C.S.F. sugar level in tuberculous menin- 
gitis because the lymphocyte, which is the predominant 
cell, has only one-fifth of the glycolytic activity of the 
granulocyte, and tubercle bacilli have a low rate of 
glucose consumption. 

The initial rise in C.S.F. sugar level cannot be attributed 
to an improvement in the course of the illness, nor to the 
fact that streptomycin is a non-glucose reducing agent 
[see Abstract 664]. Several workers have shown that 
under certain specific conditions streptomycin inhibits 
cellular and bacterial carbohydrate metabolism. The 
literature on this subject is briefly summarized. 

On the basis of clinical and laboratory data the authors 
postulate the following mechanism to explain the 
changes in the sugar content of C.S.F. under strepto- 
mycin therapy. Streptomycin does not interfere with 
the metabolic processes of the normal intact cell. It is 
suggested that in tuberculous meningitis the cells of the 
inflamed meninges oxidize sugar at an increased rate, 
accounting for the characteristically low C.S.F. sugar 
levels. Under streptomycin treatment the carbohydrate 
metabolism of the cell is inhibited and the sugar is no 
longer utilized. Consequently there is a rise in level of 
C.S.F. sugar. 

It is pointed out that this hypothesis is based on a 
limitéd clinical study, but that it is presented in detail in 
the hope that it will stimulate further investigation. 

A, W. H. Foxell 


666. Isoniazid in the Treatment of 30 Cases of Tuber- 
culous Meningitis in Children. (Méningite tuberculeuse 
de l'enfant et isoniazide. Etude de 30 cas) 

J. Fouquet, V. HemMANN, L. Teyssier, —. GIBELIN, and 
—.CorNvU. Revue de la tuberculose [Rev. Tuberc. (Paris)| 
17, 30-47, 1953. 7 figs. 


The authors describe 28 cases of tuberculous menin- 
gitis and 2 cases of miliary tuberculosis in children aged 7 
months to 17 years who were treated with a combination 
of isoniazid, streptomycin, and PAS. In 10 cases the 
drugs were given together at the beginning of treatment, 
but in 14 isoniazid alone had been given for varying 
periods before the other drugs were given; 4 cases of 
meningitis and both the cases of miliary disease had 
relapsed after previous treatment. All 10 patients given 
the combined treatment from the beginning recovered, 
the cerebrospinal fluid returning to normal in 3 to 4 
months and miliary lesions clearing up in 2 to 3 months; 
3 of the children in this group were less than 2 years of 
age. Of the 14 children previously given isoniazid alone 
one died, but this child was gravely ill and had already 
received other treatment for 3 months; 5 children were 
recovering with the treatment already given, but 8 were 
critically iil, some with evidence of raised intracranial 
tension. The 4 patients in relapse and the 2 with miliary 
disease recovered rapidly. 

Dihydrostreptomycin was given intramuscularly, the 
daily dose being between 0-5 and 1g. Streptomycin was 
given intrathecally once daily in small doses of 12:25 mg. 
until the spinal fluid returned to normal. PAS was given 


either intravenously or subcutaneously, but not intra- 
thecally. In most cases isoniazid was given by mouth in 
a daily dose of 5 to 8 mg. per kg. body weight. It was 
well tolerated, and a good concentration of the drug was 
found in the cerebrospinal fluid 3 to 5 hours later in the 
5 cases in which this was tested. In 5 cases which did 
not respond well to oral administration isoniazid was 
given intrathecally, with striking results. The authors 
suggest that this route should always be employed in 
seriously ill cases and cases seen late in the disease. In 
3 cases isoniazid was given intraventricularly with no 
untoward effect. 

It is concluded that recovery in 29 out of the 30 cases 
in this series is ample evidence of the value of this form 
of treatment. T. M. Pollock 
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667. The Operative Treatment of Tuberculosis of the 
Cervical Lymph Nodes. (Die operative Behandlung der 
Halslymphknotentuberkulose) 

E. Kaiser, F. JAKos, and H. WissLer. Schweizerische 
medizinische Wochenschrift (Schweiz. med. Wschr.| 83, 
207-210, Feb. 28, 1953. 9 refs. 


The authors report from Davos, Switzerland, their 
experience of operative treatment of tuberculous cervical 
nodes in 221 patients. They advocate the operative 
method in preference to conservative measures, which 
in their opinion are very often unsatisfactory. After the 
operation the patients were treated with streptomycin, 
either alone or in combination with PAS, for 4 to 10 days. 
The technique employed, which is described, gave the 
following cosmetic results: 76° were very good, 21°, 
satisfactory, and 3°% unsatisfactory. A follow-up study 
of 167 patients, who were observed for periods up to 10 
years, showed a recurrence in 9 cases, or 5-4%,. 

Franz Heimann 


668. Tuberculous Tenosynevitis 

W. H. BickeL, R. F. KimprouGuH, and D. C. DAHLIN. 
Journal of the American Medical Association {J: Amer. 
med. Ass. 151, 31-35, Jan. 3, 1953. 3 refs. 


A series of 63 cases in which tuberculous synovitis was 
diagnosed and treated at the Mayo Clinic between 1915 
and 1949 were studied, with special reference to the results 
of surgical excision. In the majority of cases the syno- 
vitis was in the hand. In 15 cases the diagnosis was 
made on clinical evidence only and in 37 it was proved to 
be correct by histological and bacteriological examina- 
tion. The remaining 11 cases were found not to be 
tuberculous. Of the 37 patients with proved tuberculous 
synovitis, 30 were operated upon and followed up for 
periods varying from | year to 18 years. The operation 
consisted in extensive removal of thickened synovium. 
In 19 the result was excellent or good, in 4 the condition 
did not improve, and in 7 a lump reappeared. In 4 of 
the cases treated conservatively the wrist was eventually 
involved. 

Most of the patients were operated upon before the 
introduction of antibiotics. George Perkins 


Tropical Medicine 


669. Prolonged Action of a New Non-toxic Sulphone 
in the Treatment of Leprosy. (Action prolongée d’un 
nouvel antibiotique* atoxique dans le traitement de la 
lépre) 

A. Tzanck, A. BasseT, and L. SALomon. | Presse 
médicale {Presse méd.] 61, 249-250, Feb. 25, 1953. 


After briefly reviewing their results at the Hopitaux 
Saint-Louis and Broca, Paris, in the treatment of leprosy 
with the various sulphones hitherto available and com- 
menting on problems of toxicity and drug resistance, the 
authors report their experience with * J-51 °° or * di-atox 
argentique **, a diazotized sulphone in combination with 
silver, which they have had under trial since September, 
1948. [The chemical constitution and structural formula 
are not given.] This drug was found to be completely 
non-toxic to guinea-pigs in doses of | g. per kg. body 
weight, which is 400 times the therapeutic dose, and in a 
number of cases of leprosy in man its administration was 
continued without interruption for 3 years with no ill 
effects. 

Three cases are reported in detail, 2 in Europeans and 
one in a native of Martinique [but it is not clear how 
many cases altogether have been treated with J-51]. 
Both lepromatous and maculo-anaesthetic conditions 
responded rapidly to a daily oral dose of 150 to 200 mg., 
though a few nodules giving positive smears persisted 
for as long as 2 years; eventually, however, all lesions 
disappeared. , Clement Chesterman 


*There appears to be a growing tendency, particularly 
in certain Continental countries, to describe all chemo- 
therapeutic agents as “antibiotics”. This is not in 
accordance with commonly accepted usage or with the 
original definition of the term as a substance concerned 
in the phenomenon of antibiosis, and therefore essentially 
of biological origin.—Eprror. 


670. Isophasic Reaction following Experimental Super- 
infection of Leishmania tropica 

A. Dostrovsky, F. SAGHER, and A. ZUCKERMAN. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph. (Chicago)] 66, 665-675, Dec., 1952. 6 figs., 18 refs. 


The authors carried out experiments at the Hebrew 
University-Hadassah Medical School, Jerusalem, to 
study the isOphasic reaction induced by superinfection 
with Leishmania tropica. Their results support the view 
that the development of allergy and of immunity against 
L. tropica are separate processes. The intradermal 
allergic reaction to leishmanin was strongly positive in 6 
patients with relapsing leishmaniasis, but their immunity 
was insufficient to prevent superinfection. Of these 6 
patients, 5 became reinfected when inoculated with viable 
L. tropica grown in vitro, thus demonstrating a lack of 
defence against superinfection. Parasites were equally 


difficult to grow from the superinfected lesions as from 
relapse lesions. Histologically also the superinfected 
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lesions resembled typical relapse lesions in showing a 
tuberculoid granulation tissue and not the nodose type 
of lesion. 

Photographs are reproduced to show: the induced 
lesions from 2 to 18 months after inoculation with 
relapsing leishmaniasis. Kate Maunsell 


671. An Amebiasis Complement Fixation Test in the 
Diagnosis of Intestinal Amebiasis 

F. STEIGMANN, W. H. SHLAEs, S. MINTZER, and G. 
SCHAEFER. Gastroenterology [Gastroenterology] 23, 70- 
73, Jan., 1953. 21 refs. 


672. The Antimalarial Properties of 2: 4-Diamino-5-p- 
chlorophenyl-6-ethylpyrimidine (Daraprim) 

L. H. Scumipt and C. S. GENTHER. Journal of Pharma- 
cology and Experimental Therapeutics {J. 
107, 61-91, Jan., 1953. 3 figs., 32 refs. 


Daraprim 
pyrimidine; pyrimethamine) was introduced as a potent 
antimalarial drug in 1951. The present paper describes 
a very thorough and critical study, carried out at the 
University of Cincinnati, Ohio, of its action against 
infections with Plasmodium cynomolgi in monkeys, the 
response of which to chemotherapeutic agents is generally 
closely similar to that of infections with P. vivax in man. 
To test the prophylactic activity of the drug against 
sporozoite-induced infections, monkeys were given an 
intravenous injection of a suspension of sporozoites, 
daraprim being given 2 hours later and then once daily 
for 8 consecutive days. With doses greater than 0-3 mg. 
of the base per kg. body weight daily the incubation 
period was prolonged, and in some cases parasites did not 
appear in the blood except after splenectomy. But even 
toxic doses (5 to 20 mg. per kg.) did not prevent infection 
taking place. It is concluded that daraprim exerts a 
harmful effect upon the exoerythrocytic stages of the 


malaria parasite in the liver, but does not destroy them. 


altogether. To test the curative activity of daraprim 
against infections induced in the same way, treatment 
was given for 7 consecutive days, beginning soon after 
the parasites first appeared in the blood. A daily dosage 
as low as 0-0012 mg. per kg. cleared the blood in most 
cases, and a dosage of 0-1 mg. per kg. cleared the blood 
in all cases. But even in daily doses of 5 mg. per kg., 
daraprim failed to effect permanent cure with complete 
eradication of all parasites, although even the tissue forms 
were considerably depressed. As a test of suppressive 
activity, monkeys were infected with sporozoites and 
treated with daraprim once weekly for 5 weeks. Doses 
of 0-15 mg. per kg. completely suppressed all para- 
sitaemia, and doses of 0-04 mg. per kg. kept it at a very 
low level. In comparative trials daraprim was between 
10 and 20 times more effective than proguanil and about 
100 times more effective than chloroquine for suppressive 
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purposes. However, none of these drugs eliminated the 
infection, and all the monkeys developed the usual 
parasitaemia 2 to 3 weeks after suppressive treatment was 
discontinued. 

In tests of the schizonticidal action of daraprim as 
compared with other drugs, non-immune monkeys were 
infected by the intravenous injection of trophozoites and 
given the drug once daily for 7 days, beginning at 
the onset of the fever. To produce a significant re- 
duction in parasitaemia the minimum daily dose of 
daraprim needed was 0-0024 mg. per kg., of proguanil 
0-04 mg. per kg., and of chloroquine 1-25 mg. per kg. 
But chloroquine eliminated the parasites in 2 to 4 days, 
whereas daraprim, even in large doses, required 7 to 8 
days. Moreover, much larger doses of daraprim 
(0-6 mg. per kg.) were required to eradicate the infection 
completely, in which respect daraprim was only twice as 
effective as chloroquine. A study of the effects of the 
drugs on the activity and morphology of. P. cvnomolgi 
showed that whereas chloroquine acts’ rapidly on all 
endoerythrocytic stages of the parasite, the action of 
daraprim (like that of proguanil) is limited to the point 
at which the chromatin of the mature trophozoite divides 
to form the early schizont, development being effectively 
blocked at this phase but the subsequent removal of 
these mildly injured parasites requiring another 5 to 7 
days. In partially immune monkeys (in which the 
infection had passed the crisis) daraprim was much more 
effective than in non-immune animals. With daraprim 
as with proguanil, the same total dosage was much more 
effective given in small daily doses spread over a week 
than in a single dose. With chloroquine on the other 


’ hand a single dose was often more effective. 


Strains of P. cynomolgi resistant to daraprim in doses 
of 2:5 mg. per kg. were readily produced by inadequate 
treatment, this representing a thousand-fold increase in 
resistance. Daraprim-resistant strains showed con- 
siderable (but not complete) resistance to proguanil, but 
none at all to chloroquine, and retained their resistance 
to daraprim after passage through mosquitoes. 

It is concluded that in general the antimalarial action 
of daraprim is closely similar to that of proguanil, but 
considerably more intense, and that its greatest usefulness 
is likely to be as a field suppressive. ' 

[This is a very detailed and exhaustive report on 
daraprim which deserves careful study by all interested 
in this compound.] ° F. Hawking 


673. The Pharmacological Properties of 2:4-Diamino- 
5-p-chloropheny!-6-ethylpyrimidine (Daraprim) 

L. H. ScuHmipt, H. B. HuGues, and I. G. Scumipt. 
Journal of Pharmacology and Experimental Therapeutics 
\/. Pharmacol.] 107, 92-130, Jan., 1953. 8 figs., 13 refs. 


The results are reported of a comprehensive study of 
the pharmacological properties of ‘* daraprim”’ (pyri- 
methamine) carried out at the University of Cincinnati, 
Ohio, on monkeys (chiefly Macaca mulatta) and rats. 
Single doses of daraprim were absorbed from the gastro- 
intestinal tract at only moderate speed, but probably 
completely, the concentration of the drug in the blood 
reaching a peak of 0-5 to 3-0 mg. per litre in 2 to 8 hours, 


according to dosage. There was slightly less of the drug 
in the erythrocytes than im the plasma (average ratio 
0-9). With repeated doses, the level tended to rise in 
some cases, but there was much variation between 
different animals. It was found that much of the dara- 
prim absorbed was metabolized by the monkey, only 10 
to 23°% of the dose being excreted in the urine, mostly in 
the first 2 days after administration. 

In toxicity studies on the rat a daily dose of 30 mg. per 
kg. for 42 days had no ill effect, but 60 mg. per kg. caused 
slight suppression of growth, while 200 mg. per kg. was 
always fatal, death occurring after about 17 days, 
preceded by diarrhoea, rapid loss of weight, alopecia, 
weeping lesions of the nose, mouth, and feet, and pro- 
found leucopenia with decrease of both lymphocytes and 
neutrophil granulocytes, the myeloid elements of the 
bone marrow disappearing and the erythroid cells 
diminishing less rapidly. Monkeys proved 40 times more 
susceptible to the toxic effects of the drug than rats. 
Daily doses of 1:25 mg. per kg. were tolerated without 
injury, but 5 mg. per kg. was always fatal. Death was 
either the result of convulsions or occurred more slowly, 
and was then due to chronic toxic injury to many organs, 
being sometimes delayed for 7 to 11 days after treatment 
had stopped. The chronic syndrome leading to death 
included pallor and muscular weakness, usually followed 
by diarrhoea; then progressive malaise, anorexia and 
cachexia, bronze pigmentation of the face, chest, and 
arms, and finally dehydration, failure of the peripheral 
circulation, and coma. Death was preceded by a pro- 
gressive leucopenia. At necropsy there was extreme 
emaciation, bronzing of the skin, and a remarkable 
atrophy of the spleen and all the lymph nodes. The 
adrenal cortex was enlarged and congested, and the bone 
marrow usually thin and bloody. Renal lesions ob- 
served occasionally included a mederate degree of 
damage to the glomeruli and tubules, and enlargement 
and metaplasia of the cells lining the pelvis. Apparently 
monkeys cannot tolerate a plasma concentration of 
daraprim greater than | mg. per litre. Reference is made 
to a study of the toxicity of daraprim carried out by other 
workers on 12 human volunteers, 25 mg. being given 
daily. After 7 weeks the treatment was discontinued 
because one man developed severe anaemia and haemo- 
globinaemia and 7 others slight but definite anaemia. In 
5 cases degenerative changes were present transiently in 
the bone marrow. 

It is pointed out that these toxic effects of daraprim 
are the more important because of the big variations in 
susceptibility observed between different subjects. The 
antagonism of daraprim to folic acid cannot provide a 
complete explanation of its toxicity, since there are 
important differences between the lesions observed and 
those produced by aminopterin. The toxic effects of 
daraprim are quite different from those produced by 
proguanil or chloroquine, daraprim being 16 times more 
toxic than these compounds for monkeys and more than 
12 times more toxic than chloroquine for man. 

[This account of a careful, extensive, and critical 
investigation of the toxic effects of daraprim in animals 
should be studied by all interested in this compound.] 

F. Hawking 
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674. Symptoms, Signs, and Diagnostic Features ‘of 
Idiopathic Steatorrhoea 

W. T. Cooke, A. L. P. Peeney, and C. F. HAwKiINns. 
Quarterly Journal of Medicine (Quart. J. Med.) 22, 59-77, 
Jan., 1953. 3 figs., 37 refs. 


The authors present a review of !00 of their patients 
under treatment at Queen Elizabeth Hospital, 
Birmingham, for steatorrhoea of unknown aetiology. 
There were 49 men and 51 women, and the period of 
observation was from 2 to 10 years, during which time 
14 of the patients died. 

Among the features most frequently occurring were 
loss of weight, lassitude, glossitis, diarrhoea, and anaemia. 
Lassitude was the commonest single symptom and 
frequently persisted even when the diarrhoea and 
anaemia had been corrected: though a subjective state, 
it appeared in patients who were by no means neurotic 
and it was felt to be due to some underlying organic 
abnormality. The decrease in weight (up to 84 Ib. 
(38 kg.) with an average of 28 Ib. (12-7 kg.) in 83 patients) 
was invariably associated with ioss of energy, but did not 
bear any definite relationship to the frequency or con- 
sistency of the stools. A high mortality occurred among 
those with the greatest loss of weight. An important 


observation was that the bowel habits were by no means ~ 


those of the classic description of idiopathic steatorrhoea. 
A common feature was attacks of loose stools or watery 
diarrhoea, lasting only for a few days and occurring three 
or four times a year, the stools usually being offensive 
and at times frothy. Between attacks more than 70 of 
the 100 patients had normal bowel habits and passed 
stools of normal colour and consistency once or twice a 
day, while 15 tended to be constipated. One patient in 
five had no diarrhoea at any time. 

Glossitis occurred in 90 of the 100 patients, but there 
were no diagnostic features by which the lesions could be 
differentiated from those occurring in other nutritional 
states; about half of these patients had angular stomatitis. 
Abdominal symptoms were usually mild, but nausea, 
flatulence, and mild abdominal pain were sometimes 
experienced. Frank potassium deficiency was found in 
10 cases. In mild cases this manifested itself in weak- 
ness and “ heavy’ limbs, mental apathy, and loss of 
weight, and the authors consider that, by its correction, 
they could restore to working life a few patients who, 
on the basis of their previous experience, appeared 
too ill to recover. Haemorrhagic phenomena, tetany 
and cramps, melanotic pigmentation and skin lesions, 
clubbing and koilonychia, oedema, and ascites were 
also seen. Two-thirds of the patients when first seen 
had macrocytosis, usually associated with an increased 
mean cell volume. Sometimes the erythrocyte volume 
was normal though the cell diameter was increased, and 
similarly microcytosis was rare even in patients with 
severe hypochromic anaemia. 


The authors consider that radiography of the intestinal 
tract, using a flocculating barium emulsion, should be an 
integral part of the study of any patients suspected of 
steatorrhoea. The diagnosis in their patients was 
established by means of fat-balance estimations. Normal 
subjects absorbed, on average, 94:6--1-9%% of ingested 
fat, whereas the 100 patients absorbed 74-8 + 12-25°,. 
It should be noted, however, that some of the patients 
absorbed as much as 85 to 89% of the fat ingested and 
yet presented the classic features of the steatorrhoea 
syndrome. A further interesting finding was a frequent 
incidence of steatorrhoea in more than one member of 
a patient’s family, and the authors formed the view that 
the more completely the blood relatives of patients with 
idiopathic steatorrhoea are investigated, the stronger does 
the evidence of a familial incidence appear. Finally, they 
consider that patients with atypical anaemia or chronic 
diarrhoea cannot be considered as fully investigated 
unless a fat-absorption test has been performed. 

[This is a valuable paper.] G. A. Smart 


675. Coeliac Disease. I. Criticism of the Various 
Methods of Investigation. [In English] 

H. A. Wewers and J. H. vANDE KAMER. Acta paediatrica 
[Acta paediat. (Uppsala)| 42, 24-33, Jan., 1953. 7 figs., 
13 refs. 


The authors have studied norma! and abnormal fat 
absorption in patients at the Children’s Hospital, 
University of Utrecht. The coefficient of absorption 
(that is, the proportion of dietary fat absorbed) for 
healthy adults was in the region of 95°%%. Estimation of 
the fat balance was found to be the only satisfactory way 
of assessing the amount of fat excreted in the stools. 
Other methods of determining fat absorption, such as by 
the degree of lipaemia or the vitamin-A absorption curve, 
are discussed. The authors found, however, that the 
values obtained by these methods did not necessarily 
correlate with those obtained by determining the over-all 
fat balance. A. C. Frazer 


676. Coeliac Disease. II. The Presence in Wheat of a 
Factor Having a Deleterious Effect in Cases of Coeliac 
Disease. [In English] 

W. K. Dicxe, H. A. Weuers, and J. H. VAN DE KAMER. 
Acta paediatrica {Acta paediat. (Uppsala)| 42, 34-42, 
Jan., 1953. 4 figs., 17 refs. 


In an investigation at the Children’s Hospital, Uni- 
versity of Utrecht, the authors found that wheat flour 
contained a factor, other than wheat starch, which was 
responsible for the anorexia, vomiting, diarrhoea, and a 
proportion of the faecal fat loss observed in coeliac 


-disease. Although these symptoms were produced or 


aggravated by the ‘“ wheat factor’? no quantitative 
relationship between the symptoms could be found. 
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The factor was found in wheat, rye, and oats, but the 
authors believe that it may also be present in certain 
other foods. The possible importance of the wheat 
factor in coeliac disease and other nutritional and 
intestinal disorders is discussed. A. C. Frazer 


677. Carbohydrate Metabolism in ‘‘ Active’ and 
** Static °’ Human Obesity 

R. BEaupown, T. B. VAN ITALLIE, and J. MAYER. Journal 
of Clinical Nutrition (J. clin. Nutr.) 1, 91-99, Jan., 1953. 
2 figs., 32 refs. 


Carbohydrate tolerance in 12 obese women and 12 
controls was studied at Harvard School of Public Health, 
Boston, with the object of determining whether there was 
any correlation between the phase of obesity and the 
pattern of glucose tolerance. 

In 6 of the 12 subjects obesity was “* active ’’, that is, 
obesity arose in adult life and the gain in weight was 
progressive; in the other 6 the obesity was regarded as 
“ static’, that is, the subjects (with one exception) were 
obese from childhood and their overweight remained 
fairly constant. 

Carbohydrate tolerance was studied in these patients 
after a self-selected meal and after oral administration of 
50 g. of glucose. Of the 12 obese subjects, 6 showed a 
markedly increased tolerance to carbohydrate, both after 
the meal and after glucose administration; all these sub- 
jects were in the “ active’ stage of obesity. In one of 
them there was also increased tolerance to glucose given 
by intravenous injection. The possible significance of 
increased tolerance to carbohydrate as it relates to the 
control of food intake is discussed. A. C. Frazer 


678. The Nature and Formation of Thoracic Duct Chyle 
J. P. Peters and E. B. Metabolism [Metabolism] 
2, 30-35, Jan., 1953. 9 refs. 


The authors, working at the Yale University School of 
Medicine, have examined chylous fluids obtained over 
the past 18 years from 8 patients with various diseases, 
3 of whom had chylous pleural effusion, 2 had chylous 
ascites, and one had both ascites and pleural effusion; 
the other 2 patients had chyluria. The chylous fluids 
contained much more fatty acid, but less phospholipid 
and much less cholesterol, than did serum from the same 
subjects, the high concentration of neutral fat being a 
distinctive feature of thoracic-duct chyle. 

The effect was tried of cutting off the alimentary 
supply of fat in an infant aged 4 months. Nothing was 
given by mouth, and the patient was supported by 
intravenous fluids devoid of fat. The flow of chyle, 
formerly copious and with the usual high proportion of 
neutral fat, was diminished and there was a prompt and 
profound fall in the concentration of fatty acids in the 
fluid. The lipid phosphorus level fell to a lesser extent 
and the cholesterol level rose gradually, the final lipid 
pattern approaching that of serum. 

Taking the lipid constitution of chylous fluids to 
represent that of thoracic-duct chyle, the authors discuss 
the application of their findings to the problems of fat 
transport and post-alimentary lipaemia. The blood 
plasma of normal subjects in the fasting state is clear; 


fatty acids occur predominantly as components of 
phospholipids and cholesterol esters, which in turn seem 
to be combined with protein. The turbidity of the 
plasma which follows a meal containing fat is due to the 
presence of neutral fat, most of which appears to be free 
and uncombined with protein. After the fatty meal the 
increase in plasma lipid level is mostly due to the neutral 
fat, cholesterol being the least affected. The origin of 
the neutral-fat increment is suggested by the similarity of 
its composition to that of thoracic-duct lymph. 
K. O. Black 


679. Some Observations of Effects of Intravenous Fat 
“Emulsions on Erythrocyte Fragility 

M. C. Crepitor. Proceedings of the Society for Experi- 

mental Biology and Medicine [Proc. Soc. exp. Biol. (N.Y.)| 

$2, 83-87, Jan., 1953. 2 figs., 20 refs. 


The effect of the intravenous injection of fat emulsions 
on the fragility of the erythrocytes was studied by a U.S. 
Army Surgical Research Unit in 3 experiments on 2 
human subjects and 2 experiments on a dog. Two 
emulsions were used, one containing 10% of synthetic fats 
and stabilized with “‘ span 20°°, sodium cholate, soya- 
bean phosphatide, and 1°, *“* demal 14”, and the other 
containing 15% of olive oil and stabilized with 0-6% 
soya-bean phosphatide and 1°, demal 14. The emul- 
sions were given with the subject in the fasting state— 
300 ml. to the dog and 500 ml. to the human subjects— 
at an approximate rate of 4 ml. per minute. Heparin 
was used as an anticoagulant. Blood samples were taken 
before, and immediately and at suitable intervals after, 
infusion, special precautions being taken to prevent 
artificial haemolysis. The blood was heparinized and 
the mechanical fragility of the erythrocytes measured by 
shaking with glass beads, the plasma haemoglobin 
concentration being determined (in mg. per 100 ml.) after 
15 and 30 minutes’ shaking and the average of these two 
values being taken as the ** fragility index ”’. 

In the dog the fragility index rose steeply at the start of 
the lipid infusion, increasing from an average control 
level of 72:6 to over 5,000, and gradually returned to 
normal as the lipid disappeared from the blood stream 
after its conclusion. The maximum haemoglobin values 
in the plasma before shaking were 19 and 6:5 mg. per 
100 ml. respectively in the two experiments, showing that 
haemolysis was not extensive in vivo. Faecal urobili- 
nogen excretion did not increase as a result of the infusion. 
The results in the human subjects were essentially similar, 
the fragility index rising from an average control value 
of 58 to over 2,000 in all 3 experiments, and to over 
14,000 in one of them. Fever was observed in one 
experiment in which the plasma haemoglobin level rose 
to 50 mg. per 100 ml., but in the other two experiments 
there was no fever, although the plasma haemoglobin © 
level rose to 22 mg. per 100 ml. in one of them. Faecal 
urobilinogen excretion was increased in the two experi- 
ments in which the plasma haemoglobin level was 
increased. The possible relationship between the erratic 
and unpredictable occurrence of fever after the intra- 
venous administration of fat emulsions and the effects 
here reported on the mechanical fragility of the erythro- 
cytes is discussed. A. C. Frazer 
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680. Acute Hemorrhagic Pancreatitis. Report of 11 
Consecutive Cases Treated with Human Serum Albumin 
H. N. Kenwe and P. B. Surgery, Gynecology 
and Obstetrics |Surg. Gynec. Obstet.| 96, 169-170, Feb., 
1953. 2 refs. 


Between January, 1948 and June, 1951 the authors 
treated 19 cases of acute haemorrhagic pancreatitis, 
confirmed by laparotomy, at the Millard Fillmore 
Hospital, Buffalo, N.Y. Despite supportive therapy and 
the administration of antibiotics 6 of the patients died. 
Since June, 1951, 11 similar cases have been admitted to 
the hospital. In addition to the treatment given to the 
previous group these patients have received between 300 
and 500 ml. of human serum albumin intravenously a 
day for 3 to 5 days. In this second group the disease 
pursued a more benign course than in the first, there 
were no deaths, and the average period in hospital was 
12 days, compared with 17 days in the first group. 

In an attempt to investigate this problem experi- 
mentally, acute pancreatitis was produced in 12 dogs by 
injecting bile salts and trypsin into the accessory pan- 
creatic duct; all the animals treated in this way died 
within 48 hours from acute haemorrhagic pancreatitis, 
which was confirmed at necropsy. Later, 2 other dogs 
were subjected to the same procedure but these were given 
canine serum albumin intravenously, one receiving a 
single dose of | g. per Ib. (2-2 g. per kg.) body weight and 
the other 0-2 g. per Ib. (0-44 g. per kg.) body weight on 2 
successive days. Both of these animals recovered. The 
authors postulate that there is an antitryptic factor in 
the albumin fraction of plasma which combats the effects 
of trypsin and other pancreatic enzymes liberated into 
the tissues by the disease. 

{It is unfortunate thai neither the clinical nor the 
experimental series is large enough to permit any signifi- 
cant conclusions to be drawn.] A. G. Parks 


681. The Value of ‘* Prophylactic ’’ Block Dissection of 
the Cervical Lymph Nodes in the Treatment of Cancer of 
the Mouth. (Que vaut l’évidement dit ** prophylactique ” 

du cou dans le traitement des cancers de la cavité buccale ?) 
M. DarRGENT. Presse médicale [Presse méd.} 61, 165-168, 
Feb. 11, 1953. 10 refs. 


The author, working in Lyons, has practised ** prophy- 
lactic ** routine dissection of cervical lymph nodes in 335 
cases of cancer of the mouth, the sites most frequently 
involved being the tongue, lower lip, and floor of the 
mouth. Dissection was from above downwards and 
from before backwards, conserving the cervical branch 
of the facial and spinal accessory nerves and preferably 
one internal jugular vein. In the 335 cases only one 
patient died (following ligation of both jugular veins), a 
fatality rate of 0-3°%. There were no functional complica- 
tions. In 155 cases there were no palpable nodes, but 
histological examination showed invasion in 35 (22-6°%). 
In the other 180 cases a small node was palpable and 


invasion was shown to have occurred in 70 cases (38-9). 
In the lower lip a palpable node usually indicates inva- 
sion, but in the tongue and buccal floor the nodes are 
often enlarged owing to infection. Invasion is not 
considered to depend on the histological type or degree 
of malignancy of the primary tumour, but almost wholly 
on the clinical stage reached. In the lower lip invasion is 
late, and in the floor of the mouth rapid and early. In 
scirrhous carcinoma of the tongue the primary tumour 
may be far advanced before nodal invasion ' becomes 
apparent. 

The 5-year cure rate in 203 cases treated by “* prophy- 
lactic ** dissection was 35°%, while in 174 cases treated by 
radiotherapy to the nodes it was 23%. In 64 cases in 
which invasion was confirmed histologically there were 9 
cures out of 13 cases in the lower lip, 8 out of 30 cases in 
the tongue, and 3 cures out of 21 in the buccal floor. 
The figures for recurrence after block dissection were 16 
out of 256 after 1 year, 12 out of 207 up to 3 years and 
2 out of 142 between 3 and 5 years. After radiotherapy 
and no dissection the comparable figures were 19 out of 
189, 20 out of 151, and 3 out of 125. The author con- 
siders that recurrences were due mainly to (1) faulty 
technique; (2) faulty tactics, that is, to not making 
a wide enough dissection, bilateral dissection being 
specially necessary in carcinoma of the tongue, even when 
the tumour is on the lateral border: (3) a particularly 
malignant cancer. The question whether dissection may 
lead to greater spread of the tumour is discussed, and it is 
noted that of 12 cases of recurrence of cancer of tongue 
treated by dissection, in 9 cases there was bilateral involve- 
ment of the nodes, whereas of 9 cases of recurrence after 
radiation, in only one case were there bilateral nodal 
metastases. It is concluded that dissection, particularly 
incomplete dissection, tends to alter the flow of the 
lymphatics and hence may affect the site and extent of 
metastasis. D. M. Sheppard 


OESOPHAGUS 


682. Pulmonary Complications of Cardiospasm 

H. A. ANpeRsON, C. B. HOLMAN, and A. M. OLSEN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 151, 608-612, Feb. 21, 1953. 7 figs., 7 refs. 


In an analysis carried out at the Mayo Clinic, an 
incidence of 10-5°% (63 cases) of ** significant respiratory 
disease ** with abnormal x-ray appearances in the lung 
was found in a series of 601 patients with cardiospasm 
seen at the Clinic between 1935 and 1946. The most 
frequent finding was aspiration pneumonitis (46 cases), 
presumed to be due to aspiration of oesophageal contents, 
and its most frequent end-result was residual lung 
fibrosis, although in a few cases there was complete 
resolution. But the clinical picture varied between that 


of an acute process with complete recovery and an 
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insidious chronic process with permanent lung damage. 
Persistent damage was found to be more likely to occur 
when the proportion of fatty material in the oesophageal 
contents was often high, as in those patients who took 
milk or mineral oil before going to bed. 

The amount of lung damage varied considerably, but 
the right lung was involved 4 times as often as the left in 
unilateral cases, and on both sides the middle third was 
most often affected. [No reference to location by 
anatomical segments is made.] The relation of the lung 
lesion to the obstructed oesophagus was usually straight- 
forward, but difficulties were encountered when either 
the oesophageal or lung disease was silent. Other 
difficulties encountered were: (1) radiological shadows of 
miliary type: (2) the presence of acid-fast bacilli in the 
sputum and gastric washings which were thought to be 
saprophytic organisms, since guinea-pig inoculation did 
not produce disease; and (3) the difficulty of distinguish- 
ing between active pneumonitis and residual fibrosis. 
In 5 cases it was thought that active tuberculosis had 
developed, but this was proven in only one case. Hence 
caution is needed before diagnosing tuberculosis in these 
patients, as saprophytic acid-fast bacilli may possibly 
produce lung shadows but not the caseating granu- 
lomatous lesions of pulmonary tuberculosis. 

Frank clinical bronchiectasis developed in 5 patients, 
but only one patient had an active lung abscess. In 4 
cases there were asthmatic attacks attributed to broncho- 
spasm from the irritation of aspirated oesophageal 
contents; in 2 of these relief followed treatment of the 
cardiospasm. In 68 cases the patients complained only 
of cough and were without any radiological evidence of 
disease; the cough sometimes being of a whooping 
character, the authors attributed it to laryngospasm 
brought on by irritation. J. David DeJong 


683. A Study of Esophageal Pressures in Normal 
Persons and Patients with Cardiospasm 

J. W. Butin, A. M. OLsen, H. J. Moerscnu, and C. F. 
Cope. Gastroenterology [Gastroenterology] 23, 278-290, 
Feb., 1953. 7 figs., 12 refs. 


The variations in pressure occurring in the oesophagus, 
both spontaneously and after swallowing, were studied 
at the Mayo Clinic, a miniature electromagnetic trans- 
ducer being used to record the pressure changes. The 


presence of so small an instrument within the oesophagus _ 


does not stimulate contraction. The subjects were 12 
healthy controls (6 men and 6 women) aged 19 to 41 
years and 7 men and 3 women, aged 23 to 47 years, with 
cardiospasm.’ 

It was found that the normal swallowing complex 
consisted of a negative dip of short duration, followed by 
a sudden small rise in pressure which was sustained for 
about 5 seconds and was then terminated by the abrupt 
onset of a strong final wave rising quickly to a peak and 
subsiding equally rapidly to the basal pressure line. 
The final positive wave was the most striking feature of 
the normal swallowing complex and was present in three- 
quarters of the records: it was least common in records 
taken from the lower oesophagus, possibly because of 
loss of pressure through an open cardia. The normal 


complex was not modified by the nature of the bolus 
swallowed or by the position of the patient. In 3% of the 
247 records from normal persons rhythmic phasic waves 
were noted unassociated with swallowing. 

Spontaneous motility, taking the form of intermittent 
waves of pressure, was observed in 56 out of 302 records 
from cases of cardiospasm. In no case was a normal 
complex following deglutition obtained. In one-third 
of the records a wave similar to the final wave of the 
normal complex was seen. A further one-third showed 
no pressure changes related to deglutition. In some of 
the remainder there were multiple contractions in 
response to a single swallow. 

The features of a normal complex are defined. It is 
concluded that the whole of the oesophagus is concerned 
in the altered mechanism of swallowing in cardiospasm. 

D. W. Barritt 


684. The Emergency Treatment of Massive Bleeding 
from Esophageal Varices by Transesophageal Suture of 
these Vessels at the Time of Acute Hemorrhage 

R. R. Linton and R. WaRREN. Surgery [Surgery] 33, 
243-255, Feb., 1953. 3 figs., 15 refs. 


The effectiveness of a veno-venous anastomosis be- 
tween the portal and systemic venous systems in pre- 
venting haemorrhage from oesophageal varices was 
demonstrated in a series of 51 cases so treated at the 
Massachusetts General Hospital, Boston, between 1945 
and 1951 and followed up for | to 7 years, only one 
patient in the series succumbing to postoperative oeso- 
phageal haemorrhage [Linton, Ann. Surg., 1951, 134, 
433]. However, of 95 patients admitted to the same 
hospital because of bleeding oesophageal varices between 
1946 and 1950, 32 of the 65 with portal cirrhosis died 
from haemorrhage from the varices before the anasto- 
mosis could be carried out. In the remaining cases the 
condition was due to an extrahepatic block and in this 
group, there were no deaths from acute haemorrhage. 

In the present paper the authors discuss methods of 
treatment of acute haemorrhage from varices, including: 
(1) ligation of the splenic artery; (2) ligation of the 
hepatic and splenic arteries (Rienhoff and Berman); 
(3) injection of varices with a sclerosing solution; 
(4) oesophagogastrectomy; and (5) oesophageal tam- 
ponade. The method of oesophageal tamponade used 
by the authors is simple. A Miller—Abbott tube is used, 
fitted with a thick rubber balloon. The tube and 
balloon are passed into the stomach; the balloon is then 
inflated and drawn against the cardio-oesophageal 
junction, being maintained there by traction with. a 2-lb. 
(1-kg.) weight attached to the end of the tube. By this 
means haemorrhage from the varices is immediately 
controlled, the submucous veins in the stomach which 
connect to and feed the varices being obstructed. How- 
ever, it may be found that on relaxing the tamponade 
serious haemorrhage occurs again; for this reason the 
authors recommend an emergency operation in all cases 
in which haemorrhage recurs after successful tamponade. 

For this emergency operation the authors use a left- 
sided transthoracic approach to the lower oesophagus. 
The oesophagus and upper 2 cm. or so of the stomach are 
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opened and the varices are obliterated by direct suture 


with catgut. The site of rupture of varices in the 
authors’ experience has always been within 1 to 7 cm. of 
the cardio-oesophageal junction. This emergency opera- 
tion was performed in 11 cases, with one death. 

It is emphasized that this is purely an emergency 
procedure to arrest haemorrhage effectively, and thus to 
gain time to prepare the patient for anastomosis. It does 
not control haemorrhage permanently, but it entails less 
risk than the more extensive surgical procedures. Not 
more than 3 to 6 weeks should be allowed after this 
emergency operation for preparation of the patient for 
anastomosis. 

[This paper is an important contribution to a difficult 
subject.] F. B. Cockett 


STOMACH AND DUODENUM 


685. Gastric Varices 
J. A. Evans and F. Detany. Radiology aatoners 60, 
46-52, Jan., 1953. 10 figs., 12 refs. 


In this paper from the New York Hospital—Cornell 
Medical Center, New York, the authors first describe 
the venous drainage of the distal oesophagus, stomach, 
and spleen, a knowledge of which is essential to an 
understanding of the development and significance of 
gastric varices. The association of oesophageal varices 


with portal hypertension is wel! known, but the authors | 


emphasize that in many cases gastric varices are also 
present and are sometimes seen in the absence of 
demonstrable oesophageal varices. They should be 
looked for in any case of unexplained upper gastro- 
intestinal haemorrhage. Although the x-ray appear- 
ances in cases of gastric varices are not specific, the 
authors consider that they are often sufficiently suggestive 
to warrant the diagnosis. Radiographs and venograms 
from typical cases are reproduced. 
Sydney J. Hinds 


626. Acute Postoperative Dilatation of the Stomach 

K. W. Starr. Annals of the Royal College of Surgeons 
of England [Ann. roy. Coll. Surg. Engl.] 12, 71-87, 
Feb., 1953. 7 figs., 45 refs. 


Postoperative acute dilatation of the stomach is due to 
gastric paralysis with a varying degree of hypersecretion. 
It occurs most frequently between 12 and 48 hours 
after operation, that is, about the 2nd postoperative day, 
and may be dramatic and suddenly fatal, with a fluid loss 
comparable with that of arterial haemorrhage. From 
his personal experience of 28 cases occurring at Sydney 
Hospital, Australia, of which 11 (40°) were fatal, the 
author considers that the incidence is greater than is 
generally admitted. 

During digestion the secretions of the proximal part 
of the gastro-intestinal tract (the “* secretory gut *’) are 
much richer in potassium and chloride, and the electrolyte 
exchange is about five times greater, than in the distal 
part (the “ absorptive gut’); consequently, a normal 
state of the secretory gut demands high reserves of 
potassium and chloride; moreover, the high concentra- 


tion of these ions required in the secretory gut can be 
attained only by oral ingestion of the salts. The secre- 
tory and motor digestive functions of the gut are co- 
ordinated; proximal ileus is identical with the condition 
of acute gastric dilatation, being mainly associated with 
a dispropertionate loss of potassium and chloride, while 
distal ileus, the familiar ‘‘ paralytic’ ileus is associated 
with a disproportionate loss of sodium. 

In postoperative acute gastric dilatation the usual 
sequence of events is as follows: the adrenocorticosteroid 
reaction causes sodium retention and potassium loss; 
vomiting or gastric aspiration cause dehydration, 
increasing alkalosis (due to chloride loss) and increasing 
loss of potassium; the condition may be further ag- 
gravated by the intravenous infusion of inappropriate 
saline solutions. The development of alkalosis may 
be anticipated clinically by watching for the following 
changes in the gastric juice: (1) the quantity is increased, 
exceeding 4 fl. oz. (120 ml.) per hour; (2) translucency is 
replaced by turbidity (as pepsin activity is inhibited), 
with an increasingly foul odour; (3) the colour of the 
juice changes from clear or bile-stained to green, yellow, 
faeculent, and brown, in that order; (4) the total chloride 
content and pH rise. The quantity and translucency of 
the gastric juice are the most useful clinical guides, and 
have been found to be in correlation with the carbon 
dioxide combining power. 

The immediate aim of treatment is to restore the 
circulating blood volume and urinary output; blood, 
serum, or dextran are administered for shock. The next 
airn is to restore the ionic balance of the plasma by 
the intravenous infusion of chloride and potassium, and 
that of the alimentary tract by the administration of 
sodium, potassium, and chloride orally through an in- 
dwelling gastric tube. It is emphasized that only the 
minimal requirements of ions should be administered 
intravenously, special precautions being observed in the 
intravenous administration of potassium. The grave 
risks if renal impairment is present are recalled. After 
the translucency of the gastric juice has been restored and 
there is no evidence of retention, the gastric tube is 
withdrawn and feeding by mouth is begun, the diet 
being supplemented by sodium, potassium, and chloride. 
The administration of these ions is necessary during the 
early phase of oral feeding, and should be continued 
until it is certain that the body stores are adequate to 
provide the electrolytes needed for digestion. 

Joseph Parness 


687. Total Gastrectomy with Replacement of Stomach 
by Heocolic Segment 
F. B. McGtone. Journal of the American Medical 
Association [J. Amer. med. Ass.\ 151, 622-625, Feb. 21, 
1953. 1 fig., 8 refs. 


The authcr discusses the poor results which often 
follow the operation of total gastrectomy, in illustration 
of which he reports the results of total gastrectomy 
performed by 8 different surgeons on 24 patients, of whom 
17 were suffering from carcinoma, 4 from a benign 
gastric ulcer, and 3 from other benign lesions. Of these 


patients, 13 died in hospital during the postoperative 
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period and 4 others have died since, 3 from malnutrition; 
5 of 13 hospital deaths occurred in patients with benign 
lesions. 

Recently the author ‘has practised the replacement 
of the stomach by a segment of the right colon. Of 6 
patients who have been treated in this way, 2 died in the 
postoperative period and 4 have survived for periods of 
6 weeks, 2 months, 3 months, and | year respectively. 
The condition of 3 of these 4 patients during this short 
period has been satisfactory, while in the remaining case 
the condition is only fair. C. G. Rob 


688. Epigastric Cramp on Exertion in Peptic Ulcer. 
Intermittent Claudication of the Stomach’’. (La 
crampe épigastrique d’effort dans Tlulcére  gastro- 
duodénal. Claudication intermittente de l’estomac) 

P. FRUMUSAN. Presse médicale [Presse méd.| 61, 209- 
210, Feb. 18, 1953. 


“Intermittent claudication of the stomach” is the 


name given by the author to a cramp-like epigastric pain 
that is induced by exertion and relieved by rest in patients 
suffering from peptic ulceration, and which he believes 
has not previously been reported: 5 cases are described. 
These patients also experienced the more common post- 
prandial type of pain, and all maintained that the two 
types of pain were identical, apart from the different 
onset. All the patients but one suffered from varying 
degrees of arteriosclerosis in addition to their ulcer, but 
that the pain was not of cardiac origin was shown by the 
fact that there were no changes in the electrocardiogram, 
that it did not respond to nitrites but was temporarily 
relieved by the intake of food, and that it was permanently 
cured by partial gastrectomy. 

From these observations the author draws the con- 
clusion that ulcer pain in general is due to ischaemia of 
the gastric musculature, the pain that is brought on by 
muscular exertion being caused by the withdrawal of 
blood from the abdominal viscera to supply the 
extremities, and the postprandial type of pain being 
due to excessive vasoconstriction which may follow the 
vasodilatation of digestion. The intake of food leads to 
renewed vasodilatation and therefore relieves both types 
of pain: R. Schneider 


689. Mechanism of Pain in Peptic Ulcer 

J. M. Rurrin, G. J. BAyLIN, C. W. LEGERTON, and E. C. 
TexTeR. Gastroenterology [Gastroenterology] 23, 252- 
264, Feb., 1953. 6 figs., 33 refs. 


The relative importance of gastric acidity and muscular 
activity in the production of pain in peptic ulcer has been 
studied at Duke University School of Medicine, Durham, 
North Carolina, in 88 patients with active painful 
ulceration. 

in the first part of the investigation the effect of acid 
was tested on 100 occasions by giving 200 ml. of 0-IN 
hydrochloric acid by mouth. , In 37 instances pain was 
produced or existing pain was unchanged or accentuated 
in from 2 to 30 minutes. In 45 instances no pain was 
produced, while in 18 existing pain was relieved. Pain 
was most constantly produced in cases of ulcer of the 
lesser curvature. There was no constant relationship 


between the fasting level of acidity and the. presence of 
spontaneous pain. 

The second part of the investigation consisted in 
radiological examination of stomach activity at frequent 
intervals for a period of 30 minutes after administration 
of the acid, which provided a constantly high acid chyme. 
In all cases in which pain was present or was induced 
emptying of the stomach was delayed, there being 
excess peristalsis with spasm at or near the site of the 
ulcer in most cases. Pain was promptly relieved on 
relaxation of the pylorus and filling of the duodenum. 
In all patients who were free from pain “ acid-barium ” 
was seen in the ulcer crater. A dose of 50 to 100 mg. of 
methantheline bromide banthine was given paren- 
terally to 24 patients (19 with duodenal ulcer) whose 
reaction to the acid test was positive. In 23 there was 
prompt relief of pain in from 2 to 30 minutes. In all 
these cases gradual cessation of peristaltic activity with 
relaxation of the stomach and pylorus was seen as pain 
was relieved. Parasympathomimetic and sympatholytic 
drugs caused an increase in gastro-intestinal movement, 
but did not produce ulcer pain or increase a spontaneous 
pain. 

Abnormal motility is thought to be the fundamental 
mechanism through which pain in peptic ulcer is pro- 
duced. D. W. Barritt 


690. A Surgical Policy for Peptic Ulcer 
H. D. JoHNsOoN and I. M. Orr. Lancet [Lancet] 1, 
253-257, Feb. 7, 1953. 2 figs., 21 refs. 


Patients undergoing various operations for peptic 
ulcer were followed up for periods varying between 4 and 
7 years, and the findings are analysed in the present paper 
from the Royal Free Hospital and Postgraduate Medical 
School, London. 

Of 108 patients on whom vagotomy alone was per- 
formed for duodenal ulcer, 33°% were completely 
symptom-free and another 27°% were much improved, 
but 25% required further operation for stenosis or recur- 
rent ulceration (in 3 cases the new ulcer was gastric), and 
a further 15% were only partly relieved of their symptoms. 
Most of those operated on a second time had gross 
scarring rather than ulceration, indicating that the 
vagotomy had had a marked influence on the ulcer 
tendency. The authors now advocate simple vagotomy 
only for stomach ulceration following gastrectomy. 
Vagotomy combined with gastrojejunostomy gave satis- 
factory results, but the number of patients so treated 
was too few for these to be significant. 

The authors have compared the results obtained with 
** radical ’’ gastrectomy, meaning a four-fifths to seven- 
eighths partial gastrectomy, with the results obtained 
with their own technique of a moderate (two-thirds) 
partial gastrectomy, alone or combined with vagotomy. 
The patients chosen for the combined operation secreted 
over 20 mEq. of hydrochloric acid in 12 night hours and 
included just under half of those with duodenal ulcer 
and 10% of those with gastric ulcer. Altogether 250 
patients underwent moderate gastrectomy, 236 moderate 
gastrectomiy with vagotomy, and 40 vagotomy and 
gastrojejunostomy, mortality in the series being 1-1%. 
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There was no instance of proved recurrent ulcer in the 
cases operated on according to the authors’ own 
technique, though symptoms in 4 patients (0-8°%) were 
unrelieved. In a series of 222 cases in which high partial 
gastrectomy alone was performed there were 2 cases of 
proved recurrent ulcer and 3 in which symptoms were not 
relieved. Ina questionary all the patients were asked to 
state whether they considered themselves: (1) cured and 
normal, (2) much better, (3) little better, (4) no better, 
or (5) worse since operation. Of those undergoing high 
gastrectomy 89% were in Groups | and 2, and 2% were 
no better. Of those undergoing moderate gastrectomy 
95° were in Groups | and 2, 4% in Group 3, and 
1% in Groups 4 and 5. A third of the patients sub- 
jected to high gastrectomy had gained weight compared 
with just over half of those in the authors’ own series. 

The addition of vagotomy to partial gastrectomy did 
not make any very significant difference to the incidence 
of symptoms; diarrhoea was no more frequent after 
vagotomy than after gastrectomy. The authors advocate 
this policy of moderate gastrectomy with or without 
vagotomy according to the level of gastric secretion, 
reserving vagotomy and gastrojejunostomy for a few 
poor-risk cases. Norman C. Tanner 


691. The Relation Between the Physiologic Stimulatory 
Mechanisms of Gastric Secretion and the Incidence of 
Peptic Ulceration. An Experimental Study Employing a 
New Preparation 

L. R. Sauvace, E. J. Scumitz, E. H. Storer, E. A. 
KANAR, F. R. SmitH, and H. N. Harkins. Surgery, 
Gynecology and Obstetrics (Surg. Gynec. Obstet.| 96, 
127-142, Feb., 1953. 9 figs., 30 refs. 


A new method for the experimental production of 
peptic ulceration in the dog is described in this paper from 
the University of Washington, Seattle. The whole of 
the stomach, with the exception of the pyloric antrum, is 
isolated, keeping its blood supply and vagus innervation 
intact. Alimentary continuity is restored by anasto- 
mosing the oesophagus to the pyloric antrum. The 
upper part of the isolated pouch is closed by suture, and 
the lower part is connected to the side of the duodenum 
by an isolated segment of jejunum 15 cm. in length, 
complete with intact blood supply, the mutilated jejunum 
being then rejoined end to end. By this procedure a 
length of jejunum is subjected to the acid secretion of the 
stomach undiluted by the alkaline duodenal contents. 
Furthermore, the animals usually survive in good health 
provided that they do not die of perforation. This is 
in contrast to other comparable procedures, such as 
that of Mann and Williamson, in which the animals 
die of inanition. 

It is known that gastric acid secretion is stimulated in 
three ways: (1) by nervous impulses from the vagus; 
(2) by a hormonal stimulus from the mucosal cells of the 
pyloric antrum; and (3) by a similar stimulus from the 
intestinal mucosal cells. In this series of experiments on 
a total of 58 dogs 18 were left with all three stimulating 
mechanisms intact. In the remainder the basic prepara- 
tion was modified in the following manner: in 10 
animals the vagi were sectioned, in 9 the pyloric antrum 


was removed, and in 21 the vagi were divided and the 
antrum resected. By this means the relative intensity of 
each mechanism was studied. 

Of the 21 dogs which were left with only the intestinal 
part of the hormonal stimulating mechanism intact, only 
one developed an ulcer, and that was located in the 
gastric pouch. These dogs were re-explored after 6 
months and no ulcers were found. In 5 of them the 
duodenal fistula was undone and an external fistula 
created. Acid secretion of the pouch was found to be 
low and was increased only a little by. the taking of food 
or by the injection of insulin. However a large quantity 
of acid was secreted in response to histamine injection. 

Of the 9 dogs with the vagal and intestinal secreting 
mechanisms intact but whose pyloric antra had been 
resected, 4 developed ulcers. After the creation of an 
external fistula in the survivors, the acid secretion in 
response to insulin was poor, eating caused a moderate 
increase in secretion, and histamine a great increase. In 
all 10 dogs in which the vagi were cut but with an intact 
pyloric antrum, ulcers developed, and 9 of them died of 
perforation. Similarly, all of the 18 dogs in which all of 
the secretory mechanisms remained intact developed 
ulcers and 15 died. In the 3 surviving animals external 
fistulae were established after 4 months. They were 
found to give a good secretory response to eating, 
insulin, and histamine. 

In all cases (except for the one gastric ulcer previously 
mentioned) the ulceration was found to be in the jejunal 
segment between the stomach pouch and the duodenum. 
The authors conclude that the hormonal secretion of the 
antral mucosal cells is the most potent stimulus of gastric 
secretion in the dog. A. G. Parks 


692. The Effects of Banthine on Pain and Antral Gastric 
Motility in Patients with Duodenal Ulcer 

N. C. HiGHtTower and E. E. GAMBILL. Gastroenterology 
[Gastroenterology] 23, 244-251, Feb., 1953. 1 fig., 
25 refs. 


At the Mayo Clinic the effect of methantheline 
(** banthine *’) bromide in 12 cases of duodenal ulcer 
was studied. All the patients (8 men and 4 women) had 
symptoms and in every case there was radiological 
evidence of active ulceration without pyloric stenosis or 
haemorrhage. The patients were 25 to 54 years of age 
and the average duration of symptoms was 10 years. 

After a fast of 14 hours a recording balloon was 
introduced into the pyloric antrum and its position 
checked radiologically. The patient recorded the onset 
of his characteristic pain by pressing a switch. After a 
control period of one hour 100 mg. of methantheline 
bromide was administered by mouth with 15 ml. of 
tap-water; the recording was continued for a further 
hour. 

High- and low-amplitude waves were recorded and in 
the control period it was thought that. there was a 
significant correlation between the frequency of pain and 
the occurrence of the stronger contractions. Pain was 
registered as often as three times per minute, and 22 
times in 13 minutes on the chart reproduced. After 
administration of the drug 4 patients had relief of pain 
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and one had partial relief. In all cases gastric motility 
was modified by the drug, which diminished the frequency 
of high-amplitude waves. In the 4 patients who ob- 
tained complete relief high-amplitude waves disappeared. 
In 2 cases the disappearance of stronger antral contrac- 
tions was not accompanied by relief of pain. 

The authors claim that the results provide further 
evidence that the pain of duodenal ulcer is closely 
related to the motor activity of the stomach and duo- 
denum. They seek to explain the absence of a very close 
correlation between pain and antral activity in their 
recordings by the fact that duodenal activity and contrac- 
tions in the body of the stomach could not be observed 
at the same time. D. W. Barritt 


693. Histoplasma capsuiatum Infection associated with 
Gastric Ulcer and Fatal Hemorrhage 

T. J. Fivzparrick and B. H. NEIMANN. Archives of 
Internal Medicine (Arch. intern. Med.| 91, 49-55, Jan., 
1953. 4 figs., 10 refs. 


LIVER 


694. Studies on Intrahepatic Arterial Circulation 
F. GLauser. Surgery [Surgery] 33, 333-341, March, 
1953. 8 figs., 14 refs. 


After preliminary studies on embryo pigs and on dogs, 
the author, working at the University of Pennsylvania 
School of Medicine, carried out an x-ray examination of 
the anatomy of the arterial supply of the human liver, 
using a radio-opaque suspension of mercuric sulphate 
which was injected by syringe into a plastic catheter 
inserted into the main trunk or a chosen branch of the 
hepatic artery. From the results of this investigation 
he concludes that there is no arterial anastomosis 
between the right and left lobes of the liver. Moreover, 
he states that there are no anastomoses between the 
smaller arteries in the liver substance, the vessels all being 
“ end-arteries ’’, and that the right lobe of the liver “ is 
composed of secondary lobules each supplied by its own 
end-artery’’. The surgical implications of this vascular 
pattern are discussed. 

[The evidence offered is inconclusive and not in 
agreement with recent British work, which is not 
mentioned. ] B. G. Maegraith 


695. Liver Coma, with Particular Reference to 
Management 

M. M. Kari, R. A. Hower, J. H. HUTCHINSON, and 
F. J. CATANZARO. Archives of Internal Medicine [Arch. 
intern. Med.| 91, 159-176, Feb., 1953. 8 figs., biblio- 
graphy. 

The authors describe in some detail the post-mortem 
findings in 57 fatal cases of cirrhosis of the liver examined 
at the St. Louis City Hospital (Washington University). 
All but one of the patients had been in coma before death 
for at least 24 hours, and two-thirds of them had lapsed 
into coma while being treated in hospital. Biochemical 
tests on these patients before death showed no un- 
expected findings, and the authors conclude that hepatic 
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function tests—particularly the cephalin—cholesterol 
flocculation test and estimation of the serum protein 
concentrations—give abnormal results so consistently in 
cirrhotic patients in coma that normal findings should 
always make the physician suspect some other cause for 
the coma. 

The histological and macroscopic appearances in this 
series showed various changes, but no specific ab- 
normalities were found in the liver, kidneys, or brain to 
suggest that any particular structural disorder was 
concerned in the causation of the coma. 

The various forms of treatment given to these patients 
are reviewed without leading to any definite conclusions 
of importance. Tube feeding is recommended, but no 
fresh evidence is presented as to the value of glucose 
drip or of the parenteral administration of vitamins, 
proteins, amino-acids, or liver extract. Careful control 
of the fluid and electrolyte balance is important, and 
mercurial diuretics are to be preferred to paracentesis 
when possible. The possible use of aureomycin is 
discussed without any conclusions being drawn. 

The authors comment under ten headings on the 
various forms of therapy employed [and give indeed a 
disheartening indication of the difficulties of assessing in 
any accurate or controlled degree the effect of treatment 
in such conditions as hepatic coma.] 

Thomas Hunt 


INTESTINES 


696. Alterations of Intestinal Absorption in Ulcerative 
Colitis and in Intestinal Hypermotility; Modification of 
these Alterations in Ulcerative Colitis by Tween 80, 
ACTH, and Cortisone 

K. UyeyaAMA, J. E. GIANSIRACUSA, T. L. ALTHAUSEN, and 
H. A. HARPER. Gastroenterology [Gastroenterology] 23, 
143-154, Feb., 1953. 7 figs., 19 refs. 


The intestinal absorption of fat, carbohydrate, and 
protein in patients with severe or moderately severe 
ulcerative colitis or with intestinal hypermotility (as 
indicated by arrival of the head of a barium column at 
the caecum within one hour and at the splenic flexure 
within 6 hours of ingestion) has been studied by the 
authors at the University of California School of 
Medicine, San Francisco. The rate of fat absorption 
was measured by the estimation of the increase in 
plasma vitamin-A content 4 hours after giving a test 
dose, that of carbohydrate absorption by the galactose 
tolerance test, and that of protein absorption by the oral 
DL-methionine tolerance test. No over-all balance 
studies were carried out. 

The vitamin-A absorption curve was depressed in 23 
out of 31 subjects with ulcerative colitis, but it was 
normal in 11 out of 13 patients with hypermotility. The 
galactose absorption curve was elevated in 24 out of 28 
cases of ulcerative colitis and in 11 out of 14 cases of 
hypermotility. The methionine absorption curve was 
abnormally low in 6 out of 11 patients with ulcerative 
colitis, but was normal in the 6 patients with hyper- 
motility examined. The depression of the vitamin-A 
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absorption curve was reduced in 6 out of 14 cases of 
ulcerative colitis by the administration of ** tween 80”, 
and usually showed marked reduction during remissions 
induced by ACTH or cortisone therapy. 

Hypermotility was thought to account for the elevation 
of the galactose tolerance curve, while the depression of 
methionine absorption in ulcerative colitis was attributed 
to increased amino-acid metabolism. The depression 
of the vitamin-A curve in ulcerative colitis could not be 
attributed to hypermotility, and further investigations 
are being carried out to determine whether depression of 
intestinal absorption or abnormal metabolism of 
vitamin A is responsible for this phenomenon. 

A. C. Frazer 


697. Response of Ulcerative Colitis to Therapy with 
Salicylazosulfapyridine 

L. M. Morrison. Journal of the American Medical 
Association {J. Amer. med. Ass.] 151, 366-368, Jan. 31, 
1953. 3 refs. 


The author, working in Los Angeles, California, 
investigated the treatment of chronic ulcerative colitis 
with salicylazosulphapyridine (“ azopyrin”™’, azulfa- 
dine*’). For this purpose a group of 60 patients seen in 
private practice, and mostly treated as ambulant cases, 
were followed up for a three-year period. This group is 
compared with a similar group treated by a variety of 
other means for three years preceding the use of salicyl- 
azosulphapyridine. 

No fewer than 13 out of the treated group of 60 had 
to discontinue treatment on account of intolerance to the 
drug. It is claimed that the cases treated with salicyl- 
azosulphapyridine fared better than the control group, 11 
of the former remaining symptom-free after two or 
three courses during the three-year period of observa- 
tion as compared with 3 patients in the control group. 
The numbers of patients unimproved or becoming 
worse in the two groups were 18 and 38 respectively. 
There was a marked variability in the dosage needed by 
different patients. 

[Although the table of results is headed ** Response of 
47 patients with chronic ulcerative colitis who tolerated 
salicylazosulfapyridine and were observed for three 
years **, under the heading of “* patients treated ”’ it gives 
the results in 60 cases, thus including the 13 patients 
who could not tolerate the drug and who therefore can- 
not be regarded as treated.] T. D. Kellock 


698. Ulcerative Colitis: a Study of 87 Cases. 
ulcéreuse: étude de 87 cas) 

J. P.’ DuGaLt. Archives des maladies de lappareil 
digestif et des maladies de la nutrition [Arch. Mal. Appar. 
dig.) 41, 1153-1165, Dec., 1952. 4 figs. 


The author, writing from Quebec, analyses a series of 
87 cases of ulcerative colitis. He stresses the frequency 
of rectal involvement and of the marked periodicity 
of the disease, and suggests that the absence of either of 
these conditions should throw doubt on the diagnosis of 
colitis. In regard to complications, skin lesions were not 
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uncommon and haemorrhoids were frequently seen, but 
these should not be treated by surgical removal or with 


injections, as acute exacerbations of the colitis may 
follow. It was noted that malignant changes were more 
likely to occur in patients who showed no symptom-free 
intervals. 

Drug treatment was of little use, chemotherapy being 
helpful only in dealing with the secondary infection in 
certain cases. The effect of cortisone in the present series 
was erratic—some patients were improved, none was 
cured; no toxic symptoms were observed from use of 
the hormone. In 20 of the cases some. psychological 
upset was found, but most of the remaining patients were 
mentally stable. The author is therefore of the opinion 
that an affective disorder is not the primary cause of the 
disease, but that it may have an adverse effect on its 
further development. 

Amongst the definite indications for surgery are 
suspected neoplasm and peri-anal suppuration. Apart 
from such indications, active intervention was contem- 
plated only in the very acute and potentially fatal form 
of the disease. The author regards the decision for or 
against surgery in such cases as the most distressing 
problem in gastroenterology. In 4 cases in this series 
treatment was by ileostomy alone: one of these patients 
died but the other 3 did well. In 6 cases total colectomy 
was performed, resulting in the death of one patient 
after 3 days but with good results in the other 5. Ileo- 
stomy alone should not be regarded as the ultimate 
surgical treatment of ulcerative colitis. In the author's 
view attempts to preserve the rectum in the hope of later 
establishing intestinal continuity are doomed to failure, 
and only complete colectomy can lead to a permanent 
cure and eliminate the risk of neoplasm. 

R. Schneider 


699. Cancer of the Colon and Rectum. Analysis of 
Eighty Cases 

L. T. Pacumso, L. J. Fox, and P. J. MONNIG. Archives 
of Surgery [Arch. Surg. (Chicago)| 66, 198-207, Feb., 
1953. 47 refs. 


A series of 80 cases of carcinoma of the colon and 
rectum treated during a recent 6-year period at the 
Veterans Administration Hospital, Des Moines, Iowa, 
is here analysed. In only 20 cases was obstruction the 
presenting feature. An abdominal mass was felt on pal- 
pation in 28 cases. 

Operative treatment consisted in resection and open 
end-to-end anastomosis; temporary transverse colos- 
tomy was employed only in cases of complete obstruction. 
Anterior conservative resection was limited to cases in 
which the lesions were at or above the level of peritoneal 
reflection. Operative mortality was 6-25°,. 

[The follow-up is too recent to be of value. The 
average survival time in cases where a palliative resection 
was performed was 10 months.] 

K. Whittle Martin 


700. Carcinoma of the Colon and Rectum. Review of 
Four Hundred Sixty-one Necropsy Cases at Cook County 
Hospital from 1929 to 1952 

S. W. ASCHERMAN. Archives of Surgery [Arch. Surg. 
(Chicago)] 66, 208-217, Feb., 1953. 25 refs. 
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701. Secondary Tumours of Heart and Pericardium. 
Review of the Subject and Report of One Hundred Thirty- 
seven Cases 

J. F. DeLoacu and J. W. Haynes. Archives of Internal 
Medicine {Arch. intern. Med.| 91, 224-249, Feb., 1953. 
14 figs., 47 refs. 


In 2,547 necropsies carried out at the Walter Reed 
Army Hospital, Washington, D.C., in the last 11 years 
the authors found 980 cases of malignant disease, in 
137 of which (13-9°,) there were metastatic deposits in the 
heart or pericardium, 27 of these being in cases of leuk- 
aemia and 35 of reticulosis. The remaining 75 cases 
included 22 of the 105 cases of carcinoma of the bronchus 
and 10 of the 40 of mammary carcinoma. No other 
primary site was responsible for more than 2 examples 
of secondary deposit. 

[The incidence of secondary tumour of the heart here 
reported is much higher than that seen by other observers 
(Enticknap, Guy's Hosp. Rep., 1952, 101, 273; Prichard, 
Arch, Path. (Chicago), 1951, 51, 98) although the distribu- 
tion of primary sites is similar. The authors state, 
however, that they have confined themselves to macro- 
scopically recognizable deposits.] J. B. Enticknap 


ANATOMY AND PHYSIOLOGY 


702. The Chronological Relations between the Mechani- 
cal and Electrical Phenomena in the Heart. (Relations 
chronologiques entre les phénoménes mécaniques et 
électriques du coeur) 

C. Lian, G. Minot, —. HEBERT, and —. RAGER. Archives 
des maladies du ceur et des vaisseaux [Arch. Mal. Ceur] 
46, 39-45, Jan., 1953. 4 figs., 4 refs. 


In these studies of the heart in normal subjects, in 
cardiac patients, and in dogs the authors observed the 
curious fact that the beginning of the systolic rise in 
pressure in the ventricle, recorded through a cardiac 
catheter, was registered 0-02 to 0-04 second after the 
beginning of the first heart sound was registered in 
the phonocardiogram and about 0-04 second after the 
beginning of the positive wave in the apex cardiogram. 
Discussing this phenomenon the authors suggest that 
during this isobaric period there is.a change in form of 
the ventricles in preparation for compression of their 
contents, causing deformity of the atrio-ventricular ring 
and closure of the valves, and hence the beginning of the 
first heart sound. The second heart sound was shown to 
begin at the end of the T wave, and 0-02 to 0-03 second 
before the dicrotic notch appeared in the aortic or pul- 
monary arterial tracing. 

A hypothesis for the genesis of the electrocardiogram 
is offered in which it is suggested that this is in its 
beginning purely electrical, but later is due to combined 
electrical and mechanical activity. Albert Venner 


703. A Study of the Oxygen Content of the Blood and 
the Cardiac Output in Various Types of Heart Disease. 
(Etude des gaz du sang et du débit cardiaque dans les 
différents types de cardiopathies) 

L. Scesat, J. LENEGRE, B. RANSON-BITKER, F. BENCHE- 
MOUL, and J. DAMIEN. Archives des maladies du cwur et 
des vaisseaux [Arch. Mal. Ceur| 46, 18-38, Jan., 1953. 
4 figs., 15 refs. 


The authors review the results of determination by 
cardiac catheterization of the cardiac output in 12 normal 
subjects and 228 subjects with various cardiac lesions in 
different stages. The arterial blood oxygen saturation 
was normal in all cases except those with chronic cor 
pulmonale and right-sided failure. The normal mixed 
venous blood oxygen saturation was 74°%: the mean 
cardiac index was 3-4 (range 2-5 to 4-0) and this was 
shown to increase with emotion and exertion. In 
severe untreated total heart failure the mean cardiac 
index was 1-93 (range 1-21 to 2-63). In cases in which 
the lesions were better tolerated the values usually fell to 
within the normal range, but tended to be lower as the 
cardiac failure was more marked. In chronic cor 
pulmonale with right-sided failure the cardiac index 
tended to be raised above normal. 

The authors conclude that the variation in these aie 
is such that the resting cardiac index alone is not a good 
measure of the functional state of the heart in a particular 
subject, and suggest that a better evaluation is given by 
a consideration of the ventricular filling pressure (as 
estimated from the auricular pressure and the pulmonary 
capillary pressure), together with the cardiac index; and 
also by observation of the effect on these of emotion, 
anxiety, and therapeutic drugs. Albert Venner 


704. Reaffirmation of the Auriculoventricular Conduc- 
tion System in Man. The Introduction of a Unique 
Technic for its Serial Motion Picture Reconstruction 

J. L. Reap, E. S. HeGre, and S. Russi. Circulation 
[Circulation (N. Y.)| 7, 42-51, Jan., 1953. 7 figs., 48 refs. 


The conventional concept of the spread of the excita- 
tion wave in the heart from the sinus node to the node of 
Tawara, through the bundle of His, down both bundle 
branches, and so to the Purkinje fibres is described, 
together with the major evidence on which it is based. 
In view of certain modern criticisms of this theory, the 
authors have devised a new technique for studying the 
problem at the McGuire Veterans Administration 
Hospital and the Medical College of Virginia, Richmond, 
Virginia. The auriculo-ventricular conduction system 
was dissected out in 6 human hearts, and serial sections 
cut at 6- intervals through a block of tissue containing 
the A-V node, bundle of His, and bundle branches. 
These were stained with haematoxylin and eosin (except 
for every fifth section, which was stained by van Gieson’s 
method), photographed on cine film, and projected in the 
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form of a motion picture. The film enabled the course of 
the conducting system of the heart to be followed very 
clearly and supported the conventional concept. Micro- 
scopical studies of the auriculo-ventricular conducting 
system were also carried out on 60 adult human hearts 
and these also confirmed the generally accepted view. 
Paul Wood 


705. The Lusorian Artery. (Die Arteria lusoria) 
J. Scumipt. Archiv fiir Kreislaufforschung [Arch. 
KreislForsch.] 19, 1-37, Feb., 1953. 7 figs., bibliography. 


The author presents a description of 8 cases of ab- 
normal origin of the right subclavian artery, together 
with a review of the literature and a discussion of the 
relevant embryology. In such cases symptoms usually 
arise from obstruction of the trachea or oesophagus, the 
vessel arising from the aorta distal to the origin of the 
left subclavian artery and winding round either in front 
of or behind the oesophagus. The origin of this vessel 
can be explained as resulting from the development in 
this area of an aortic ring. 

Diagnosis in the author’s series was made from the 
radiological appearances on barium-swallow examina- 
tion, the characteristic findings being described in some 
detail. The important feature is a filling defect in the 
oesophagus, spiralling upwards and pulsating. Treat- 
ment of the more severe symptoms is essentially surgical, 
and ligation of the abnormal vessel at its origin, combined 
with freeing it from the oesophagus, is the method of 
choice. 

This vessel was named lusorian, “from the lusus 
naturae which gives rise to it’, by Bayford in 1789. 

Peter Ring 


DIAGNOSTIC METHODS 


706. A Ballistocardiographic Study of 369 Apparently 
Normal Persons. An Analysis of ‘* Normal’’ and 
** Borderline Ballistocardiograms 

W. R. SCARBOROUGH, F. W. Davis, B. M. Baker, R. E. 
Mason, M. L. SINGEWALD, S. A. Lore, and L. M. Fox. 
American Heart Journal [Amer. Heart J.] 45, 161-189, 
Feb., 1953. 7 figs., 24 refs. 


At the Johns Hopkins University School of Medicine 
and Hospital, Baltimore, the authors made an exhaustive 
cardiographic study of 369 clinically normal persons 
(261 men and 108 women, ranging in age from 20 to 
84 years) with the Starr-type ballistocardiograph. Their 
photographic recordings included “ vector’’ records 
made with the patient swung counter-clockwise so that 
his long axis made angles of 60 degrees and 90 degrees 
with the bed axis, and synchronous tracings of respiration 
and of the electrocardiogram were also obtained. 

On an initial inspection the ballistocardiograms 
were classed as “ normal” (243), “ borderline” (33), 
or * abnormal ”’ (93), and a detailed analysis of several 
features in the “ normal’ group was made. Time 
intervals between electrocardiographic and ballistocardio- 
graphic events were measured and gave the following 
findings. The Q-K interval was significantly small in 


women, but greater in men, especially if they were tall or 
heavy; the P—H interval was remarkably constant, as it 
was shown that the electrocardiographic P—R interval 
and the Q-H interval gave a highly significant negative 
correlation. The duration of the I and J waves dimi- 
nished consistently with increasing age, but this diminu- 
tion was less marked in the oblique and transverse lie, 
suggesting a change in the orientation of the heart with 
increasing age. Abnormalities in the ballistocardio- 
graphic waves were commoner in the expiratory phase, 
and tended to be corrected on inspiration, or on the 
application of a tight abdominal binder. 

The most striking finding was the increasing frequency 
of “abnormal” tracings with increasing age. In 
patients below 50 years of age, only 8 out of 214 (4°) 
were “* abnormal ”’, but above 50 years of age, 85 out of 
155 tracings (55%) were *“* abnormal”. The authors 
are tempted to associate these ** abnormalities ’’ with the 
occurrence of undiagnosed corenary arterial disease, but 
in the absence of any evidence to this effect the conclusion 
must be that ballistocardiographic ** abnormalities ’’ are 
to be associated with age, but not necessarily with disease. 

J. A. Cosh 


707. The Electrocardiographic Diagnosis of Septal In- 
farct. (Diagndstico electrocardiografico de los infartos 
septales) 

M. I. RopriGuez, A. ANSELMI, and D. Sopi-PALLARES. 
Archivos del Instituto de cardiologia de México {Arch. 
Inst. Cardiol. Méx.] 22, 453-485, Aug. 30, 1952. 21 figs., 
20 refs. 


In previous investigations carried out on dogs at the 
National Institute of Cardiology of Mexico the authors 
studied electrocardiograms obtained from the inter- 
ventricular septum by means of special electrodes, and 
formed the opinion that the changes in potential on the 
septal surface can be recorded through a dead zone of the 
free ventricular wall (** window”), and that in cases of 
destruction of parts of the interventricular septum the 
exploring electrode records from the surface of the intact 
portion of the septum. Since, in certain types of myo- 
cardial infarction, tracings obtained with precordial leads 
resemble those recorded experimentally from the septum, 
the authors reviewed the records of 42 patients in 
whom a septal infarct had been found at necropsy, and 
correlated the anatomical with the electrocardiographic 
findings. The cases are classified according to the extent 
and location of the septal infarct, the degree of its 
extension into the ventricular walls, and the presence or 
absence of complete or incomplete left or right bundle- 
branch block. Only in 8 cases was conduction normal. 

In cases with extensive septal infarction and normal 
conduction the pattern most frequently found was of QS 
complexes in leads V3 and V4 or VI to V4; in the 
presence of left bundle-branch block the diagnosis of 
septal infarction was suggested by the presence of Q 
waves in leads facing the free wall of the left ventricle and 
of QrS complexes in transitional zones; with right 
bundle-branch block Q waves were recorded in leads 
from the right ventricle and transitional zones. In 
cases of infarction of the lower third of the septum 
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without conduction disturbances differentiation from 
massive septal involvement was not possible: in those 
with left bundle-branch block the differential diagnosis 
rested mainly on the greater height of the R waves in 
leads from the transitional zone, but otherwise the 
records resembled those of massive septal infarction. In 
cases of infarction of the upper third of the septum or of 
septal fibrosis no electrocardiographic pattern of diag- 
nostic value could be established. A. Schott 


PERICARDIUM 


708. Chronic Constrictive Pericarditis and Rheumatic 
Heart Disease 

A. J. KALTMAN, J. B. SCHWeEDEL, and B. Straus. 
American Heart Journal [Amer. Heart J.| 45, 201-208, 
Feb., 1953. 4 figs., 9 refs. 


One of the most difficult problems in the diagnosis of 
chronic constrictive pericarditis arises when this condition 
is associated with rheumatic heart disease. In a series of 
18 cases of constrictive pericarditis seen at the Veterans 
Administration Hospital, Bronx, N.Y., and proven at 
operation or necropsy, a cause was clearly apparent 
in only 3 cases, namely, tuberculosis in 2 cases and the 
presence of a foreign body inone. Among the remainder, 
5 cases were associated with rheumatic heart disease, and 
these cases are described in detail. 

All 5 patients were men. Two were improved by 
pericardectomy, and had the physical signs of mitral and 
aortic valve lesions, although no history of rheumatism 
was obtained. The other 3 died without operation, and 
post-mortem examination showed a grossly thickened 
adherent pericardium causing constriction in all 3 cases, 
as well as rheumatic carditis with valvular lesions. All 
had considerable cardiac enlargement, obvious clinically, 
with greatly raised venous pressure, chronic pulmonary 
congestion, and increased pulse pressure, and 2 patients 
had ascites. 

The authors do not consider that the constrictive 
pericarditis was necessarily rheumatic in origin. They 
point out, however, that a clinical diagnosis of constric- 
tive pericarditis is not excluded by the coexistence of 
rheumatic heart disease, heart sounds of normal intensity, 
and considerable cardiac enlargement. J. A. Cosh 


709. Late Results of the Treatment of Exudative Peri- 
carditis by means of Pneumopericardium. (Risultati a 
distanza del trattamento delle pericarditi essudative col 
Pneumopericardio) 

G. Russo. Cuore e circolazione [Cuore e Circol.] 37, 
14-39, Feb., 1953. 25 figs., 25 refs. 


Pneumopericardium was first induced by Wencke- 
bach in 1910 in a patient with tuberculous pericarditis, 
with good results. The rationale of such treatment is 
(wofold: first, to obviate the circulatory embarrassment 
of the acute phase, and second, to prevent the subsequent 
development of constrictive pericarditis. Fiuid in the 
Pericardial! sac acts as an indistensible barrier to the 
normal increase in volume of the heart during diastolic 
filling. The auricular pressure must rise at least as high 


as the intrapericardial pressure in order to allow of an 
efficient systole, and this is reflected in the overfilling of 
the great veins. Replacement of the fluid by air results 
in a profound fall in venous pressure and an improve- 
ment in the well-being of the patient. It is necessary to 
remove the fluid completely and slowly, at the same time 
injecting air until the intrapericardial pressure becomes 
atmospheric. It is important to continue refills after 
absorption of all the fluid, the best guide to stopping 
treatment being the return of the pericardium to normal 
thickness as judged by radiography. 

As regards long-term results, none of the 7 patients 
here reported from the Institute of Clinical Medicine, 
University of Catania, Sicily, has developed constrictive 
pericarditis during careful follow-up study for periods 
ranging from 14 to 11 years. One patient, with a 
particularly severe infection, required 58 refills over a 
period of one year, and is still completely free from 
constrictive pericarditis after 3 years. A, Paton 


CONGENITAL HEART DISEASE 


710. Reverse Ductus. A Presentation of the Syndrome 
ef Patency of the Ductus Arteriosus with Pulmonary 
Hypertension and 2 Shunting of Blood Flow from Pul- 
monary Artery to Aorta : 

J. F. DAMMANN, M. BERTHRONG, and R. J. BING. Bul- 
letin of the Johns Hopkins Hospital [Bull. Johns Hopk. 
Hosp.) 92, 128-150, Feb., 1953. 18 figs., 18 refs. 


The authors describe a syndrome which differs clini- 
cally, physiologically, and pathologically from that 
commonly associated with patent ductus arteriosus, and 
report 4 cases seen at the Johns Hopkins Hospital, 
Baltimore, since 1947. They also discuss 3 cases from 
the literature, one of which was reported in 1944, In 
this syndrome pulmonary arterial hypertension causes 
unoxygenated blood to flow through the patent ductus 
into the aorta. There is a history of cyanosis, which may 
have been present from birth, and of increasingly severe 
dyspnoea. Examination reveals moderate cyanosis 
(which may be marked in the lower extremities), systolic 
and diastolic murmurs (which, however, are not con- 
tinuous), cardioscopic and cardiographic evidence of 
right ventricular hypertrophy, diminished oxygen 
saturation of femoral arterial blood, and polycythaemia. 
Pulmonary hypertension is found on cardiac catheteriza- 
tion, with no evidence of intracardiac arterio-venous 
shunt. At necropsy, which was carried out in 2 of the 
authors’ cases, intimal fatty plaques, which are usually 
regarded as the result of pulmonary hypertension, were 
observed in the elastic pulmonary arteries; the smaller, 
muscular, pulmonary arteries showed intimal prolifera- 
tion with muscular hypertrophy and organized or 
organizing thrombi. ‘* Jet ’’ lesions opposite the mouth 
of the ductus could not always be demonstrated, but in 
one case reported in the literature these were found in 
both the aorta and the pulmonary artery. 

In other cases of this type it has been postulated that 
there has been a reversal of flow at some time after birth, 
the greatly increased pulmonary blood flow due to the 
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postnatal arterio-venous shunt usually associated with a 
patent ductus having caused vascular changes and a 
progressive increase in pulmonary vascular resistance 
until it exceeded that of the systemic circulation. The 
fact that,in 2 of the authors’ cases the patient had been 
cyanotic from birth suggested, however, that the in- 
creased resistance in the pulmonary vascular tree had 
been present very early in life, and that after birth venous 
blood had continued to flow, as in the foetus, from the 
pulmonary artery to the aorta. Whether the pulmonary 
vascular lesions found at necropsy were the original 
cause of the pulmonary hypertension or were secondary 
to it was impossible to determine. The many thrombi 
present might have been embolic or might have developed 
on sclerotic vessel walls, while functional spasm of small 
pulmonary arterioles may have initiated all the morpho- 
logical changes leading to irreversible pulmonary 
hypertension, the. shunt from right to left, and the 
development of cyanosis and of polycythaemia with its 
associated tendency to formation of thrombi. . 

The authors emphasize that closure of a patent ductus 
arteriosus should be carried out before irreversible 
pulmonary vascular changes develop: it is contraindi- 
cated, however, after such changes have become sufficient 
to cause reversal of flow in the ductus, which then acts 
as an escape valve, reducing the load on the right ventricle. 

R. S. Stevens 


711. The Patent Ductus. A Review of Seventy-five 
Cases with Surgical Treatment Including an Aneurysm of 
the Ductus and One of the Pulmonary Artery 

E. HOLMAN, F. Gersope, and A. Purpy. Journal of 
Thoracic Surgery [J. thorac. Surg.] 25, 111-142, Feb., 
1953. 18 figs., 37 refs. 


Comparing the patent ductus arteriosus to an arterio- 
venous fistula within the heart, the authors discuss at 
length the abnormal physiology presented by this 
condition, illustrating the pathological features from 
their series of 75 cases treated surgically. 

The onset, gravity, and progression of symptoms 
depend upon the size and elasticity of the ductus, the 
volume of blood passing through being limited by the 
intrinsic rigidity of its fibrous wall and the increasing 
capillary fibrosis developing in the lungs in response to 
the abnormally high pressure exerted upon the pulmonary 
circulation. 

As in cases of arterio-venous fistula elsewhere, the 
cardiac output is increased (although in the case of a 
patent ductus the burden is borne only by the left heart), 
the blood volume is increased, and systemic arterial 
pressure, especially diastolic, is reduced; eventually, 
cardiac dilatation and decompensation occur. 

At operation the approach recommended may be 
through an anterior incision over the third interspace or 
through a postero-lateral incision over the fourth inter- 
space. The ductus is identified by palpation, the 
recurrent laryngeal nerve isolated, and the aortic arch 
dissected free for the application of a Potts clamp. 
Closure is usually effected by the authors by multiple 
ligation, but in 8 cases division and suture was performed. 
This latter method is safest in the case of a large and 


friable ductus. In 5 cases all the signs and symptoms of 
patent ductus were present, but none was found at 
operation. One of these patients proved subsequently 
at necropsy to possess a high interventricular septal defect 
with an aneurysm of the sinus of Valsalva communi- 


cating with the pulmonary artery, and the other 4 were. 


assumed to have some similar condition. Among the 
75 cases reviewed, in 45 of which the symptoms were 
severe Or moderately severe, there was only one death in 
the postoperative period, and this followed a trans- 
fusion with incompatible blood. 

As a result of their experience the authors state 
categorically that the patent ductus persisting after the 
first five years of life should be closed in order to avoid 
certain potential hazards, which include retarded physical 
and mental development, cardiac dilatation, decompensa- 
tion, bacterial endocarditis, and endarteritis. Should 
such complications occur before the fifth year, im- 
mediate operative closure is indicated. 

C. A. Jackson 


712. The Anatomy of Pulmonary Stenosis and Atresia 
with Comments on Surgical Therapy 

T. N. P. Jonns, G. R. WILLIAMS, and A. BLALOCcK. 
Surgery [Surgery] 33, 161-172, Feb., 1953. 6 figs., 
13 refs. 


An anatomic study has been made of the autopsy 
specimens of the heart and great blood vessels of 95 
patients who had pulmonic stenosis or atresia accom- 
panied by an interventricular defect. Cases of “* pure” 
valvular stenosis with an intact ventricular septum were 
not included. An operation had been performed on 79 
of the 95 patients in an attempt to relieve the disability 
and cyanosis. It is not claimed that these cases are 
representative of the condition of all of the approxi- 
mately 1,100 patients upon whom such an operation was 
attempted, for it is apparent that the mortality rate is 
highest among those with the serious malformations. 

The specimens were classified according to the anatomy 
of the pulmonary conus region. It became apparent 
that there is extreme variability in the bulbus cordis in 
the tetralogy of Fallot. The specimens may be divided 
into the following groups: (1) 23°% showed pulmonary 
atresia, (2) 10° valvular pulmonary stenosis, (3) 15% 
both infundibular stenosis and valvular stenosis, and 
(4) 52°, showed infundibular stenosis. This last group 
was subdivided as follows: (1) 37% showed a low, well- 
developed infundibular chamber, (2) 37% a high, small 
infundibular chamber, and (3) the chamber was inter- 
mediate in size and position in the remaining 26°%,. 

The type of operative procedure that should be 
employed in the treatment of these defects has been 
discussed in regard to choice between a direct attack and 
a shunting procedure. It is obvious that with the possible 
exception of adults a direct attack with division of the 
valve should be used in the treatment of stenosis of the 
valve and that an artificial ductus should be made in 
the treatment of pulmonary atresia. There is probably a 
justifiable difference of opinion regarding the choice of 
procedure in the treatment of infundibular stenosis. 
When resection techniques are further developed, it 
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appears likely that low infundibular stenosis with a large 
chamber will be treated by a direct approach with 
infundibular resection, and that shunting procedures will 
continue to be used in most cases of high infundibular 
stenosis with a small chamber. The advantages and 
disadvantages of a direct attack and of a shunting 
procedure are discussed.—[Authors’ summary.} 


713. Defect of the Interatrial Septum, with Thrcmbesis 
of the Pulmonary Artery. Report of Three Cases 

W. J. CanabaA, F. GoopaLe, and J. H. CurRRENS. New 
England Journal of Medicine [New Engl. J. Med.] 248, 
309-316, Feb. 19, 1953. 8 figs., 31 refs. 


714. Results of the Blalock-Taussig Operation in 200 
Cases of Morbus Caeruleus 

M. CampBELL and D. DeucHar. British Medical Journal 
[Brit. med. J.] 1, 349-358, Feb. 14, 1953. 2 figs., 16 refs. 


The authors review the results of the 200 anastomotic 
operations performed for morbus caeruleus, mostly in 
children, at Guy’s Hospital, London, up to the end of 
1951. The first 50 of these patients were previously 
reported in 1949 (Brit. Heart J., 1949, 11, 170; Abstracts 
of World Medicine, 1949, 6, 691) and are included in this 
follow-up study. The authors consider that special in- 
vestigations such as angiocardiography or cardiac 
catheterization are called for only in doubtful cases. 

The cases are divided into 7 groups according to the 
results of the operation, as follows: 


Group Results of Operation No. of 
Patients 
I Very good 99 
Il Some improvement 17 
IV | Good or improved at first, but died later 6 
Vv No improvement rae 6 
VI No anastomosis possible 11 
Vil Death at or shortly after operation oe 24 


They find that improvement in cyanosis, in exercise 
tolerance, and in blood picture and loss of clubbing ran 
roughly parallel and that a high proportion of patients 
had a good anastomotic murmur after the operation. 
The improvement achieved by operation was not always 
immediate but was usually complete within a few months. 
Of the 7 patients with tricuspid atresia, 2 died, but the 
remaining 5 did well. There were 19 cases of pulmonary 
atresia, some with, and some without, a continuous 
murmur; the results in many of these were not-good, but 
a few were remarkably improved. Of the 165 patients 
suffering from simple Fallot’s tetralogy, 14 (8°) died, 
but the results in 75°¢ were regarded as very good. In 
the groups with more complicated conditions the 
mortality was of the order of 30%, ‘and good results 
could be claimed in only 35%. It is suggested that unless 
these figures can be improved operation should be 
advised only in favourable cases and should be under- 
taken only in centres where special facilities are available. 

J. R. Belcher 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


715. Observations on the Carotid Sinus Reflex and 
Angina Pectoris 

A. S. FREEDBERG and J. E. F. RiseEMAN. Circulation 
[Circulation (N. Y.)] 7, 58-70, Jan., 1953. 7 figs., 44 refs. 


The effect of compression of the carotid sinus on the 
duration and character of attacks of angina pectoris was 
studied under controlled conditions in 13 patients at 
Beth Israel Hospital (Harvard Medical School), Boston. 
There was good evidence that the manceuvre tended to 
shorten or relieve the attack. This did not seem to 
depend on slowing of the heart rate, for gross slowing 
was not necessarily associated with relief of pain and 
pain was sometimes abolished although slowing was 
absent or minimal. There was no evidence that relief of 
pain by carotid-sinus compression was due to coronary 
vasodilatation. The speed with which pain may be 
relieved suggests a neurogenic mechanism, but its 
precise nature is obscure. Paul Wood 


716. Arterialization of the Coronary Sinus 

C. P. Baitey, G. D. GECKELER, R. C. TRUEX, W. LikorF, 
N.. A. ANTOoNIUS, A. W. ANGULO, H. P. REDONDO- 
RAMIREZ, and W. Neptune. Journal of the American 
Medical Association [J. Amer. med. Ass.] 151, 441-449, 
Feb. 7, 1953. 11 figs. 


The problems involved in improving the blood supply 
to the myocardium in the presence of coronary athero- 
sclerosis are discussed. The authors have shown that in 
dogs the coronary blood returns from the myocardium 
by two distinct and separate systems, approximately 40°, 
of it returning by the deep or Thebesian system through 
numerous small openings into the right and left atria, 
and 60% by the superficial venous system through the 
anterior cardiac veins and the coronary sifius. It has 
also been shown by other workers that in man the 
coronary sinus can be ligated without ill effect, and that 
the Thebesian system can by itself provide an adequate 
venous return from the myocardium. 

It should therefore be possible, the authors argue, to 
improve the blood supply to the myocardium by creating 
an anastomosis between the aorta and the coronary 
sinus, thus transporting arterial blood by reverse flow 
into the myocardial vascular bed, and at Hahnemann 
Medical College Hospital, Philadelphia, and St. Michael’s 
Hospital, Newark, New Jersey, they have carried out 
this procedure on 15 patients as a two-stage operation. 
In the first stage the aorta was anastomosed to the 
coronary sinus by means of a venous or arterial graft 
(end-to-side anastomosis at each end), and in the second 
stage, performed 3 weeks later, the osteum of the coronary 
sinus was almost completely occluded by an encircling 
*‘orlon’’ (plastic) suture. Unless the operation is 
performed in two stages, myocardial congestion and 
sub-epicardial haemorrhage may occur. In all, 15 
patients have been selected for operation, but in 2 it was 
technically impossible to perform an anastomosis and 
another 2 patients died before the second stage could be 
completed. In a further 4 patients it was found at the 
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second-stage operation that the graft had thrombosed. 
The remaining 7 patients, however, all had a functioning 
graft and all were improved symptomatically, especially 
with regard to their exercise tolerance and anginal pain. 

The authors consider that at present the operation 


should be limited to patients who are under the age of 50 - 


years and who have had a single infarction not less than 
6 months previously. Blood pressure and heart size 
should be nearly normal. The technique of the operation 
is described in detail. . R. L. Hurt 


717. The Anatomic (Histologic) Basis and Efficient 
Clinical Surgical Technique for the Restoration of the 
Coronary Circulation 

C. P. Baitey, R. C. Truex, A. W. ANGULO, G. D. 
GECKELER, W. Likorr, N. ANTONIUS, and W. B. NEPTUNE. 
Journal of Thoracic Surgery |J. thorac. Surg.] 25, 143-172, 
Feb., 1953. 16 figs., 16 refs. 


The authors report their experience with the procedure 
devised by Beck et al. (J. Amer. med. Ass., 1948, 137, 
426; Abstracts of World Surgery, 1949, 5, 137) for the 
reversal of blood flow through the coronary sinus by 
establishing an anastomosis between the coronary sinus 
and the descending aorta, the sinus being partially 
occluded with a nylon ligature at a second operation 3 
weeks later. They have introduced one modification of 
Beck’s original technique in that, whereas Beck used a 
graft consisting of a portion of excised jugular vein, the 
authors recommend the use of the splenic artery, or if 
possible the left subclavian artery. The rationale of the 
surgical procedure is based on anatomical and physio- 
logical evidence obtained from experiments on dogs 
which indicates that arterialization of the coronary sinus 
eventually causes a dilatation of pre-existing minute 
anastomotic vessels, and that this improves the supply 
of oxygenated blood to the myocardium. 

The operation is indicated for patients between 40 and 
55 with coronary arteriosclerosis in whom angina is the 
dominant symptom, medical treatment has failed to 
bring adequate relief, and infarction has not yet occurred. 
Of 18 such patients operated upon by the authors, 2 died, 
in 2 others the anastomosis proved impossible, and 
another developed an empyema after the first stage and 
refused further surgery. In 6 of the remaining patients 
the graft thrombosed, but in 7 “clinical cure” or 
am€lioration of symptoms is claimed. The authors 
conclude that the further application of this admittedly 
experimental procedure is justified. C. A. Jackson 


718. Observations on Atherosclerosis of the Coronary 
Arteries in Males under the Age of 46: a Necropsy Study 
with Special Reference to Somatotypes 

D. M. Spain, V. A. BRapess, and G. Huss. Annals of 
Internal Medicine [Ann. intern. Med.) 38, 254-277, 
Feb., 1953. 6 figs., 39 refs. 


In this study, reported from Grasslands Hospital, 
Valhalla, New York, of the incidence of coronary 
atherosclerosis in persons of the 3 somatotypes, endo- 
morphs, mesomorphs, and ectomorphs, and one miscel- 
laneous group, the subjects selected were all under 46 
years of age because of the difficulty of somatotyping 


in older individuals. The series consisted of 38 males 
coming to necropsy after dying suddenly of coronary 
arterial disease and of 73 patients dying suddenly from 
other causes, as controls. The patients with coronary 
disease came from all walks of life and there was no 
preponderance of the Mediterranean races. 

No correlation was found between the onset of the 
coronary attack and the activity of the subject, or with 
the hour, date, or season. Of the former group, 24 
(63°%) were mesomorphs, whereas only 41% of the 73 
controls were of that somatic type. The coronary 
arteries in both groups were dissected and the degree 
of atherosclerosis determined. In the first group the 
coronary arteries showed every phase and grade of 
athersclerosis, the lesions resembling those in older 
subjects though there was less calcification. The 
incidence of thrombosis was small. In 2 cases the 
atherosclerotic lesion was limited to a small segment of 
one of the vessels but was the cause of death. The 
average weight of the subjects was 168 Ib. (76-2 kg.) for 
the former group and 165 Ib. (74-8 kg.) for the controls. 
Excluding 2 cases of hypertension, the average weight of 
the heart in the remaining 36 cases of coronary arterial 
disease was 385 g., and in the 73 controls it was 370 g. 
Hypertension was thought not to be a significant factor 
in the coronary disease, nor was there any evidence of 
diabetes, and in only one case was there a possible 
inflammatory basis for the development of the intimal 
lesion. 

Among the controls the mesomorphs showed a more 
severe degree of coronary sclerosis than did the other 
somatotypes. In the whole control group about 50°; of 
otherwise healthy males had a significant degree of 
coronary atherosclerosis. The authors point out that 
previous work must be re-examined in the light of this 
observation. In 60 cases the coronary arteries were 
injected with a radio-opaque medium and the hearts 
examined radiologically. No correlation was found 
between somatotypes and the anatomy of the coronary 
arterial system. 

While in the majority of subjects the importance of 
cholesterol and its metabolism was obvious, there were 
some cases of atherosclerosis where fat deposition seemed 
relatively unimportant. The authors suggest that 
possibly the significant difference between the degree of 
atherosclerosis in mesomorphs and in the other somato- 
types may be due to stress. Mesomorphs lead a more 
vigorous life and may suffer more emotional stress, and 
these factors probably lead to temporary rises in blood 
pressure. Peter Harvey 


719. The Effect of Exercise on Coronary Blood Flow, 
Myocardial Oxygen Consumption and Cardiac Efficiency 
in Man 

T. A. LomBarpo, L. Rose, M. TAESCHLER, S. TuLuy, and 
R. J. BinG. Circulation [Circulation (N.Y.)] 7, 71-78, 
Jan., 1953. 30 refs. 


The effect of exercise on the coronary blood flow was 
studied in 13 patients with cardiovascular disease of 
various types at the Medical College of Alabama, 
Johns Hopkins Hospital, and the Veterans Hospital, 
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Perry Point, Maryland, by means of coronary-sinus 
catheterization and the nitrous oxide technique. During 
10 minutes’ bicycling movement of the legs, the patient 
being supine, the coronary flow per 100 g. of left ventri- 
cular muscle increased by an average of 45°%, the oxygen 
consumption per 100 g. of left ventricular muscle by 65%, 
and the total cardiac output by an average of 63%. A 
fall in coronary vascular resistance was observed in most 
of the patients, including those with hypertension. 
Since the work of the left ventricle increased propor- 
tionately more than its oxygen consumption, it is assumed 
that the efficiency of the left ventricle increased. In 
patients with heart failure, however, the left ventricular 
efficiency decreased. 

Previous findings are quoted which indicated that the 
average coronary blood flow in normal resting subjects 
is 77 ml. per 100 g. of heart muscle per minute, that the 
average oxygen consumption is 9-4 ml. per 100 g. of heart 
muscle per minute, and the average oxygen extraction 
is 120 ml. per litre. The total coronary blood flow for 
a 300-g. heart is approximately 240 ml. per minute, or 
about 5° of the cardiac output. Since the extraction 
rate of oxygen is so high, it would be expected that the 
increased metabolic demands of the heart must be met 
by a rise in coronary blood flow. Paul Wood 


CHRONIC VALVULAR DISEASE 


720. Intra-auricular Thrombosis in Mitral Valvular 
Disease. (Trombosis intra-auriculares en las valvulo- 
patias mitrales) 

F. Menpoza, S. BARAJAS, and C.C. LoGspon. Archivos 
del Instituto de cardiologia de México [Arch. Inst. Cardiol. 
Méx.] 22, 413-452, Aug. 30, 1952. 11 figs., 41 refs. 


Amongst 1,000 consecutive necropsies performed 
during the years 1944-51 at the National Institute of 
Cardiology of Mexico, 393 cases of rheumatic valvular 
disease with mitral stenosis in patients over 15 were 
encountered, 175 (44-6) being in men and 218 (55-4°%) 
in women. In 81 of the 393 cases (20-6°%) thrombi were 
present in the left auricle, 58 of these cases (71-6°%) being 
in women. The incidence in women (26-6%) was thus 
considerably higher than in men (13°), and it was even 
higher in women over 31 (38%). Intra-auricular throm- 
bosis was present in 34 out of 189 cases of isolated mitral 
Stenosis (18-8°%), in 12 out of 121 cases of combined 
mitral and aortic valvuiar lesions (10°), in 17 out of 35 
cases with both mitral and tricuspid lesions (50%), and 
in 18 out of 47 cases with lesions of all three valves (31°%). 
In 71 cases in which the pathological findings could be 
correlated with clinical data the following conditions 
were found to favour the occurrence of intra-auricular 
thrombosis: (1) early subsidence of active rheumatic 
infection; (2) auricular fibrillation; (3) congestive heart 
failure; and (4) higher grades of stenosis of the mitral 
Orifice. The degree of enlargement of the left auricle 
Was not related to the incidence of thrombosis. An 
arbitrary classification of the thrombi in respect of size 
gave the following distribution: (1) small (up to the size 
Of a pea), 21; (2) larger, 36; (3) obstructing more than 


two-thirds of the auricular cavity, 20; (4) occluding the 
mitral orifice, 4. In 33 cases, including all those in 
Group 3 above, the auricular appendage was the site 
of thrombosis; in the remaining cases the thrombus was 
located in the auricle. Death was attributable with 
certainty to intra-auricular thrombosis in 23 cases 
(occlusion of the mitral orifice in 4, obliteration of the 
left auricle in 9, cerebral embolism in 8, mesenteric 
embolism in 1, and gangrene of leg in 1), and in a further 
6 cases with a high degree of probability. 

[The paper contains an interesting historical review of 
the subject, a useful bibliography, and a more detailed 
discussion of certain aspects which cannot readily be 
summarized. ] A. Schott 


721. Unsuitability of Transventricular Autogenous 
Slings for Diminishing Valvular Insufficiency 

T. C. Moore and H. B. SHuMACKER. Surgery [Surgery] 
33, 173-182, Feb., 1953. 6 figs., 7 refs. 


Various autogenous structures have been used experi- 
mentally and clinically as transventricular slings in the 
treatment of mitral regurgitation; such slings are 
intended to prevent regurgitation by flapping against the 
mitral orifice during systole. The authors have investi- 
gated the fate of these structures in a series of experiments 
on dogs carried out at the Indiana University School of 
Medicine, Indianapolis. The materials used were 
tendon (4 cases), inverted artery (2), inverted vein (4), 
posterior rectus fascia covered by peritoneum (2), and 
pericardium, free (2) or pedicled (6). The rectus fascia 
and pericardium were rolled to form a tube with the 
serous layer on the outside. The slings were inserted 
across the right or left ventricle and examined after 
periods varying from 11 to 106 days. 

It was found that all the tissues used had become 
grossly fibrotic and contracted within relatively short 
periods, and it was apparent that all were functionally 
useless. Rupture of the sling occurred in 3 cases. 
Thrombus formation accompanied the use of free grafts 
of pericardium and rectus fascia. Rigidity and contrac- 
tion of the graft was greater when the sling lay across the 
left ventricle than when it was through the right, pre- 
sumably owing to the greater trauma associated with 
the higher intraventricular pressure. Even the pedicle 
grafts of pericardium, which were intended to carry their 
own blood supply, were disappointing, although de- 
generative changes were less marked in them than in 
free slings and thrombus formation was not encountered. 
It was considered, however, that pericardial slings would 
be unlikely to remain viable and functional because their 
blood supply, poor at the outset, would be further 
compromised by myocardial constriction of the pedicle 
at the neck, by the movement and trauma caused by 
ventricular activity, and by the length of sling necessary 
for it to be effective. F. J. Sambrook Gowar 


722. Estimation of Valve Area and ‘* Valvular Resis- 
tance’. A Critical Study of the Physical Basis of the 
Methods Employed 

F. A. Roprico and H. A. SNELLEN. American Heart 
Journal [Amer. Heart J.] 45, 1-12, Jan., 1953. 6 figs., 
4 refs. 
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BLOOD VESSELS 


723. Temporal Arteritis and its Treatment with Corti- 
sone and ACTH 

A. G. W. WHITFIELD, W. T. Cooke, P. JAMESON-EVANS, 
andC. Rupp. Lancet [Lancet] 1, 408-412, Feb. 28, 1953. 
18 refs. 


A diagnosis of temporal arteritis was established in 7 
women and 5 men, aged 66 to 83 years, at the United 
Birmingham Hospitals. Ten of the patients complained 
of loss of vision, a disability which amounted to complete 
blindness in4. After a course of treatment with cortisone 
or ACTH head pains, arterial tenderness, and pyrexia 
subsided rapidly, accompanied by improvement in the 
general condition. On the other hand, the erythrocyte 
sedimentation rate remained high, an indication that the 
disease was still active. One patient died from coronary 
occlusion 4 weeks after a course of ACTH therapy, 
and 4 patients were found to be suffering from active 
disease some months after the cessation of treatment. 
A successful result was obtained in a woman, aged 76 
years, whose fundi revealed haemorrhages and arterio- 
sclerotic changes. After a course of ACTH therapy 
over a period of 42 days there was marked improvement 
in the visual acuity and visual fields; no evidence of 
relapse was detected 12 months after treatment ceased. 

The authors consider it possible that cortisone therapy 
was of value in 5 cases of recent partial loss of vision in 
this series. There was no improvement in vision in the 
4 totally blind patients or in a patient with long-standing 
partial loss of vision. Maintenance therapy was con- 
sidered to be essential in all cases, for relapse occurred 
when the dosage was reduced. Apparently the treatment 
controlled the arteritis, thereby preventing further loss of 
vision. 

The authors recommend that ACTH should be given 
intramuscularly or by slow intravenous drip, and cor- 
tisone by mouth or intramuscularly. [The dose of 
cortisone is not specified, but the case reports include 
references to the administration of ACTH in doses of 
20 mg. daily for 5 to 14 days.] A. Garland 


724. Thrombo-angiitis Obliterans. Clinical Diagnosis 
‘and Classification of Cases . 

R. L. Ricuarps. British Medical Journal (Brit. med. 
1, 478-481, Feb. 28, 1953. 24 refs. 


The author, writing from Glasgow University, re- 
views the literature on thrombo-angiitis obliterans, 
pointing out that there are many cases of occlusive 
arterial disease in which the clinical picture does not 
permit a differential diagnosis to be made between 
thrombo-angiitis obliterans and atherosclerosis obli- 
terans. In an attempt to clarify the problem he reviewed 
the history in 85 cases (84 males and | female) diagnosed 
as of Buerger’s disease, in 22 of which there was patho- 
logical confirmation of the diagnosis. Age at onset of 
the disease was under 35 years in 39 patients, between 35 
and 45 in 37 patients, and over 45 years in9. Superficial 
thrombophlebitis occurred in 27, and in 25 there was 
evidence of involvement of the upper limbs. , 


The cases are divided into five groups according to 
the onset and progress of the disease: (1) acute (rapidly 
progressive), 13 cases; (2) episodic, 28 cases: (3) slowly 
progressive, 25 cases: (4) acute arterial occlusion, 
15 cases: and (5) upper-limb involvement, 4 cases. 
The incidence of the acute and episodic types was highest 
in patients under 35 years of age: the age distribution 
of the slowly progressive type was different, the incidence 
being highest in the age group 35 to 45 years. Of the 15 
patients with acute arterial occlusion, 10 were in the age 
group 35 to 45 years, and the author points out that it is 
in patients of this age that the differential diagnosis is 
particularly difficult. Classification of the cases 
according to the site of the lesion revealed that 19 cases 
were of the proximal, 30 of the distal, and 36 of the mixed 
type. All the patients were smokers, but few were heavy 
smokers: only one patient was of the Jewish race. 

The author considers that in its classic form, Buerger’s 
disease presents as an acute or episodic type of occlusive 
arterial disease in young adult males; it begins in the 
arteries of the lower leg or foot, and may be preceded or 
accompanied by migratory thrombophlebitis. Patho- 
logical examination of the affected arteries reveals the 
typical changes of the disease. He states that in the 
past too much emphasis in diagnosis has been placed 
upon involvement of the upper limbs and corenary 
arteries (which may be due to atherosclerosis in young 
adults), upon age, and upon race. In arriving at a 
diagnosis particular attention should be paid to the 
natural history of the disease. J. F. Goodwin 


725. The Growth of a Collateral Arterial Circulation in 
the Sympathectomized Arteriosclerotic Leg—an Oscil- 
lometric Study 

L. N. AtLas. Surgery [Surgery] 33, 268-275, Feb., 
1953. 5 figs., 4 refs. 


Working at Western Reserve University, Los Angeles, 
the author has observed the effect of lumbar sympathec- 
tomy on pulsation in the leg by means of a recording 
oscillometer in 101 cases (123 operations) over a period 
of 15 years. He describes 5 illustrative cases of main 
arterial block in the thigh with intermittent claudication, 
the relevant oscillographic recordings, which were 
made at a level above the malleoli, being reproduced to 
demonstrate: (1) that oscillations may increase within 
24 hours of sympathectomy or after an intravenous 
injection of * priscol ** (tolazoline); (2) that the ampli- 
tude of the oscillations may increase progressively for as 
long as a year after sympathectomy: and (3) that the 
amplitude may then remain unchanged for up to 10 years, 
and may do so in cases of unilateral sympathectomy 
despite concurrent diminution in the amplitude of 
oscillations in the opposite limb due to progression of the 
obliterative arterial disease. 

These findings are presented as evidence that sym- 
pathectomy in cases of arterial block induces dilatation, 
followed by growth, of collateral arteries, and that such 
collateral circulation, once well developed, may function 
for a long period of time. It is pointed out, however, 
that changes in pulsation do not reflect changes in the 
volume of blood flow. C. J. Longland 
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726. Homologous Arterial Grafts and Autogenous Vein 
Grafts Used to Bridge Large Arterial Defects in Man. A 
Report on Fourteen Cases 

F. N. Cooke, C. W. HuGues, E. J. JAHNKE, and S. F. 
Seecey. Surgery [Surgery] 33, 183-189, Feb., 1953. 
6 figs., 14 refs. 


Since January, 1951, it has been the practice at the 
Walter Reed Army Hospital, Washington, D.C., to re- 
establish continuity of all severed major arteries either 
by suture anastomosis or, if the gap is too long, by 
bridging the gap with a stored homologous arterial graft 
or an autogenous venous graft. In 55 out of 56 cases in 
which major vessels were operated upon during this 
period arterial continuity was re-established. Details 
are given of 14 cases, in 5 of which homologous arterial 
grafts were used and in 9 autogenous grafts, usually of 
the saphenous vein in the leg and the cephalic vein in 
the arm. Most of the patients were operated on at 
least three months after being wounded. 

The’ longest follow-up period was only 11 months. 
Of the 5 arterial grafts 2 underwent thrombosis (one at 7 
months, and one at 4 months): one of the vein grafts 
became thrombosed. It is admitted that the evidence for 
the adequacy of function in all the remaining 11 cases 
was not incontrovertible, as angiography was not 
possible in all cases. 

[It is well known that following occlusion of a major 
artery in young healthy subjects the distal pulse some- 
times returns after several months, although it is 
diminished in volume. The late follow-up of these cases 
will be awaited with interest.]} F. B. Cockett 


727. The Segmental Nature of Peripheral Arterio- 
sclerosis: Surgical Application 

O. C. JULIAN, G. DE TAKATS, and W.S. Dye. Angiology 
[Angiology] 4, 12-17, Feb., 1953. 4 refs. 


Arteriosclerotic changes in the main vessels of the legs 
are often generalized, but there is a type of case in which 
symptoms arise which are due to localized advanced 
changes with thrombosis. The recognition of this group 
is important because it may be possible to strip the 
intima of the diseased segment or to replace it by a 
venous or arterial graft, which is generally preferable. 
This paper reviews [somewhat superficially] this aspect of 
peripheral vascular disease and briefly describes the 
authors’ technique and results in the application of these 
methods in 43 cases, including 3 in which the aortic 
bifurcation has been replaced by a bifurcation obtained 
at necropsy and preserved by quick-freezing; in one of 
these cases the graft has already survived for 12 months. 
However, as the authors admit, the ultimate fate of such 
grafts is as yet unknown. Cecil Flemming 


728. Pathogenic Study of Varicose Veins 
P. PruLacHs and F. VipAL-BARRAQUER. Angiology 
| Angiology] 4, 59-100, Feb., 1953. 27 figs., 13 refs. 


In this paper, which gives details of the authors’ work 
in Barcelona on the pathology of varicose veins and is 
well illustrated by arteriograms and phlebograms, it is 
submitted that the essential lesions are congenital 
arterio-venous fistulae which open up in response to 


certain stimuli. Incompetence of the valves of the veins 
develops later as a result of the continued exposure of 
the veins to abnormally high pressure, and thereafter 
additional changes due to valvular incompetence appear. 
The radiograms illustrating the article give visual evidence 
in support of the argument, while additional evidence is 
provided by the oxygen saturation of the blood in varicose 
veins, which is stated to be higher than that in normal leg 
veins, and the rapidity with which material injected into 
the femoral artery in patients with varicose veins is 
sensed in the tongue. 

The implications of this theory in relation to treatment 
are briefly discussed, it being suggested that the appro- 
priate treatment of varicose veins varies with the stage of 
the disease, and that greater success will follow a more 
careful analysis of each than is usually made. 

Cecil Flemming 


HYPERTENSION 


729. Sympathectomy in the Treatment of Hypertension. 
Review of 122 Cases 

D. M. Morrissey, V. S. Brookes, and W. T. Cooke. 
Lancet [Lancet] 1, 403-408, Feb. 28, 1953. 3 figs., 
41 refs. 


This is a review of the results of the treatment by 
sympathectomy of 122 patients with arterial hypertension 
at the Queen Elizabeth Hospital, Birmingham, between 
1943 and 1951—the largest series of such cases yet 
reported in Great Britain. 

Sympathectomy was undertaken for symptoms 
resistant to medical treatment, or because the prognosis 
indicated by the severity of the vascular disease was one 
of progressive deterioration. At first the Smithwick 
type of operation was employed, the sympathetic chain 
being removed from the 8th dorsal to the 2nd lumbar 
ganglion, but after 1947 the transpleural Grimson 
procedure was adopted, the chain being removed from 
the upper dorsal to the 2nd lumbar vertebra. The 
patients have been classified in 4 groups of increasing 
severity according to the method of Hammarstrém and 
Bechgaard (Amer. J. Med., 1950, 8, 53). The operative 
mortality was 7-8°, (9 patients) for the whole series, but 
nearly all the deaths occurred among the 27 patients in 
the group with the most severe form of the disease. 

In assessing the results, the authors point out that there 
are other objective tests of improvement following 
treatment besides blood-pressure measurements, and the 
effect of operation on the following symptoms and signs 
is described. (1) Headache and visual impairment. 
Headache was abolished or alleviated and visual im- 
pairment was benefited in nearly all patients with these 
symptoms. (2) Working capacity. About 50% of the 
patients were able to return to their usual employment. 
(3) Blood pressure. Of 71 patients who were followed 
up for 3 to 9 years after operation, in 26 the postoperative 
diastolic pressure was 20 mm. Hg or more below the 
preoperative level: of those who had undergone the 
Grimson operation, in about one-half the reduction in 
pressure was maintained, compared with only about one- 
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third of those treated by the Smithwick method. 
(4) Electrocardiography. Previously abnormal electro- 
cardiograms had become normal in nearly one-half of 
the 33 patients examined 5 years after operation, and a 
few more showed improvement. (5) Survival time. 
The authors compare the average length of survival of 
their patients with that of similar cases treated medically 
and reported by Hammarstrém and Bechgaard, cases in 
Groups 3 and 4, in which the prognosis for life is good, 
being omitted. In Group 4 (malignant hypertension 
with retinal exudates and papilloedema) 40% of the 
authors’ patients had died 5 years after treatment, 
compared with over 80°, in the medical series. In 
Group 3 (Grade-3 retinal changes or signs of cardiac, 
renal, or cerebral vascular damage) 25% of males and 
16°,, of females had died 5 years after operation, com- 
pared with 62% and 30° respectively after medical 
treatment. [The authors do not say how their method 
of selection compares with that of Hammarstrém and 
Bechgaard, but they achieve a good comparison by 
classifying their cases similarly. They omit patients not 
surviving Operation; in the case of Group 4 this makes 
the comparison rather unreal as the operative mortality 
was high (26°,), and introduces an important form of 
selection not applied to the medical series.] 

The authors conclude that ‘* operation prolongs life 
and produces substantial symptomatic and objective 
improvement irrespective of its effect on blood pressure ”’. 
There is a full discussion of the results with reference to 
much of the relevant literature. C. J. Longland 


730. Malignant Hypertension and Hypertensive Ence- 
phalopathy. Cerebrai Hemodynamic Studies and Thera- 
peutic Response to Continuous Infusion of Intravenous 
Veriloid 

J. H. Moyer, S. I. Mitver, A. B. TASHNEK, H. SNYDER, 
and R. O. BowMan. American Journal of Medicine 
[Amer. J. Med.} 14, 175-183, Feb., 1953. 2 figs., 22 refs. 


The effect on the cerebral circulation of a standardized 
extract of Veratrum viride, * veriloid’’, was studied in 
10 patients with essential hypertension at Jefferson Davis 
Hospital, Houston, Texas. Six of these patients had 
symptoms of encephalopathy and 2 had azotaemia. The 
drug was given by continuous intravenous infusion, a 
priming dose of 10 jg. per kg. body weight being ad- 
ministered over a period of 20 to 30 minutes, followed by 
a maintenance dose sufficient in each patient to keep the 
blood pressure at the desired level, which averaged 
134/96 mm. Hg. Cerebral blood flow, oxygen utilization 
of brain tissue, and cerebrovascular resistance were 
determined before the injection and 30 minutes to one 
hour after the blood pressure had been stabilized. It 
was found that veriloid caused a marked reduction in 
cerebrovascular resistance which paralleled the reduction 
in the systemic blood pressure. Oxygen uptake was not 
significantly altered and cerebral blood flow was main- 
tained at the pre-injection level. The abolition of 
veriloid-induced bradycardia by atropine did not affect 
the results of cerebral blood-flow determinations. 

Patients with deranged cerebral function secondary to 
hypertension were improved by the induced fall in blood 


pressure. The authors believe that the manifestations of 
encephalopathy are due to alteration in cerebral dynamics 
rather than to changes in cerebral blood flow. The 
cerebral vessels, even in advanced hypertension, are 
shown to be capable of dilating under the influence of 
veriloid. 

The authors also describe 17 further cases of hyper- 
tension in which intravenous infusions of veriloid were 
given for periods up to 96 hours. There was a consistent 
and dependable hypotensive effect, but reactions were 
numerous and in some cases the drug had to be dis- 
continued. 

[This is a very interesting and valuable pharmacological 
study.] Bernard Isaacs 


731. Treatment of Essential Hypertension with {- 
Alkylamines, Especially Dibenzyline 

J. L. BAKKE and R. H. WILLIAMS. American Journal of 
Medicine [Amer. J. Med.] 14, 141-159, Feb., 1953. 
9 figs., 42 refs. e 


The major part of this paper is devoted to a report of 
the clinical trial of dibenzyline’’, one of the 
alkylamine group of drugs, on patients with essential 
hypertension at the Veterans Administration Hospital, 
Seattle, Washington. The drug was given by mouth to 
62 patients with sustained essential hypertension, the 
majority of whom were said to have had hypertension for 
at least 5 years; other clinical findings were congestive 
heart failure and angina pectoris, an abnormal electro- 
cardiogram, enlarged heart, decreased phenolsulphon- 
phthalein excretion, and Grade-II eye ground changes. 
After a short control period the drug was administered 
in enteric-coated capsules in increasing doses until either 
the blood pressure fell to normal or undesirable side- 
effects forced cessation of treatment. The maximum 
daily dose varied from 37-5 to 2,500 mg., and the course 
from one day to one month. 

Symptomatic benefit, usually relief from headache and 
angina, was claimed by 8 of the patients; the remaining 
54 (87%) were obliged to stop treatment because of side- 
effects, which included stuffiness of the nose, epistaxis, 
dizziness, fatigue, and gastric disturbances. There was 
a marked or definite downward trend in the level of the 
blood pressure in a third of the cases and a doubtful or 
negative response in the remainder. When all standard 
blood-pressure readings taken before, during, and after 
treatment were compared, a mean fall of 40 mm. Hg or 
more in the systolic blood pressure was found in 11 of the 
patients, and a fall in diastolic pressure of 25 mm. Hg or 
more in 8. There was no correlation between those 
patients who benefited subjectively and those who 
showed objective improvement. The patients who 
benefited from one course of treatment responded less 
favourably to subsequent courses, and no patient 
received long-term treatment. Three patients who had 
previously undergone sympathectomy were specially sen- 
sitive to the hypertensive effects of dibenzyline. 

The authors also describe the effect of intravenous 
administration of dibenzyline on 16 patients; in 8 a 
hypotensive effect was observed and 2 were rendered 
comatose. Adrenergic blockade, evaluated by reversal 
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of the hypertensive effect of intravenously administered 
noradrenaline, was demonstrated in some of the patients, 
but the occurrence of this phenomenon was not related 
to therapeutic benefit. 

Five compounds related to dibenzyline and * dibena- 
mine’? were given orally to 23 other patients with 
hypertension. The results did not justify continuation 
of the treatment. 

[The effect of dibenzyline after sympathectomy seems 
to merit further investigation; otherwise, on the evidence 
given, the drug must be considered a failure in the 
treatment of essential hypertension, a conclusion which 
the authors seem reluctant to draw. The methods used 
for evaluation of the short-term effects of the drug on the 
level of the blood pressure are good.]} 

Bernard Isaacs 


732. Effect of Veriloid upon Renal Function when 
Administered in Hypotensive Doses to Patients with 
Arterial Hypertension 

R. GOLDMAN and H. R. Frierson. American Journal of 
Medicine [Amer. J. Med.] 14, 168-174, Feb., 1953. 
2 figs., 18 refs. 


How do the vascular mechanisms of the kidney in 
hypertension behave under the hypotensive action of the 
drug ‘ veriloid’’, and are the consequent changes 
beneficial or harmful? In an attempt to answer these 
questions the authors, working at the University of 
California, Los Angeles, studied renal function in 17 
patients with sustained arterial hypertension after 
intravenous administration of veriloid. On the average, 
1 mg. of the drug given intravenously over a period of 
48 minutes induced a fall in blood pressure of 55/28 mm. 
Hg, and this effect was maintained by continuing the 
infusion at the rate of 0-32 mg. per hour for 4 to 10 
hours. Renal function was determined before, during, 
and after the infusion of veriloid was given by esti- 
mation of the para-aminohippurate and creatinine 
clearance values. 

In patients whose initial systolic pressure was below 
185 mm. Hg veriloid caused a moderate reduction in 
urine flow and glomerular filtration rate (G.F.R.), a 
slight rise in renal plasma flow (R.P.F.), and a consequent 
marked fall in filtration fraction (F.F.). The increase in 
R.P.F. in this group was interpreted as indicating that the 
efferent arterioles of the kidney had participated in the 
general vascular relaxation produced by veriloid, and it 
was this effect, together with the fall in haemodynamic 
pressure, which caused the reduced G.F.R. In 10 
patients whose systolic pressure was over 185 mm. Hg 
there was a fall in urine flow with a decrease in G.F.R. 
after administration of veriloid, but while half of these 
showed an increased R.P.F. and reduced F.F., the reverse 
was the case in the other half. The changes in this latter 
group were ascribed to an active response to the lowered 
systemic blood pressure by further contraction of efferent 
arterioles in the kidney. The initial hypotensive response 
to veriloid undoubtedly reduces urine flow and G.F.R., 
but not to such an extent as to jeopardize the individual 
by causing seriously increased azotaemia. 

Bernard Isaacs 
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733. The Control of Hypertension with 1-Hydrazino- 
phthalazine (Apresoline) 

S. S. Riven, D. G. Pocock, R. C. Kory, D. C. Rogen, 
R. S. ANperRSON, and G. R. MENEELY. American 
Journal of Medicine |Amer. J. Med.) 14, 160-167, Feb., 
1953. 3 figs., 13 refs. 


The effect of hydrallazine (** apresoline ’’) in cases of 
hypertension was investigated at the University of 
Nashville, Tennessee. To 65 patients suffering from 
significant hypertension with symptoms an initial dose of 
50 mg. was given by mouth three or four times a day, 
the dose being gradually increased until a desired 
therapeutic effect was obtained or intolerance to the drug 
developed. 

In 31 out of 41 patients suffering from benign essential 
hypertension there was a fall in both systolic and diastolic 
blood pressure of 20 mm. Hg or more, 16 of these 
patients remaining normotensive for 4 to 20 weeks. 
The 10 patients who responded poorly had, in general, a 
long history of hypertension, with permanent vascular 
damage and renal involvement. In only one of 9 
patients with hypertension which was believed to be of 
renal origin was there a fall in pressure of more than 
20 mm. Hg. In 2 of 6 patients with malignant hyper- 
tension the results were excellent, blood pressure falling 
nearly to normal with a reduction in albuminuria and 
papilloedema. Sympathectomy had previously been 
performed without a satisfactory result in 3 patients and 
in one of these blood pressure returned to normal. In 
30 of the 65 patients no significant side-effects were 
observed, but 10 ceased treatment on account of toxic 
reactions, which included headache, nausea, vertigo, 
drowsiness, and nervousness. 

The authors conclude that hydrallazine is an effective 
agent for the short-term control of blood pressure in 
certain cases of essential hypertension and malignant 
hypertension. 

[This paper is marred by the puzzling failure of the 
authors to state the doses given and the duration of 
treatment. In view of the favourable results obtained, a 
report of the long-term treatment of suitable cases of 
hypertension with this drug would be interesting.] 

Bernard Isaacs 


PERIPHERAL VASCULAR DISEASE 


734. Nicotinic Alcohol (Roniacol) in Peripheral Vascular 
Disease and Allied Conditions: its Use and Limitations — 
M. M. FisHer and H. E. Teprock. New York State 
Journal of Medicine [N.Y. St. J. Med.| 53, 65-68, Jan. 1, 
1953. 1 fig., 16 refs. 


The authors report the results of treatment over a 
period of 34 years of various types of peripheral vascular 
disease with roniacol (8-pyridyl-carbinol, the alcohol 
corresponding to nicotinic acid), which is converted 
slowly into nicotinic acid in the body, thus producing 
vasodilatation. The results of treatment were assessed 


by increase in claudication time as measured with an 
ergometer, healing of ischaemic ulcers, increase in the 
maximum skin temperature obtainable with reflex 
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vasodilatation, and improvement or otherwise in the 
clinical signs of ischaemia. 

The drug was administered by mouth three times a day 
in doses varying from 100 to 400 mg. In 51 of 98 
patients with occlusive disease due to atherosclerosis 
there was evidence of an increase in claudication time of 
at least 100°%. Of 15 patients with ischaemic ulceration 
of the feet, 13 showed healing, which might have been 
attributable to treatment other than roniacol; no 
improvement was Observed in 12 such patients with 
gangrene of the toe or foot. Of 36 patients with diabetic 
arteriosclerotic disease, 12 had intermittent claudication 
and in 8 of these at least 100°, increase in claudication 
time was noted. Ulceration healed in 4 out of 12 patients 
in this last group, but in the remaining 12 with frank 
gangrene, amputation had to be performed. The maxi- 
mum daily dosage of 1.200 mg. was usually required 
before any improvement in intermittent claudication was 
noted. [The number of patients in whom there was an 
increase in the maximum skin temperature with reflex 
vasodilatation is not mentioned.] 

A group of 15 patients with acute or chronic thrombo- 
phlebitis were also given roniacol, but did not appear to 
benefit from the treatment, nor did 21 patients with 
vasospastic and allied disorders. The drug was also 
given to 17 elderly patients with vertigo associated with 
cerebral arteriosclerosis, or with otosclerosis and 
Méniére’s syndrome; relief from vertigo was observed 
during administration of roniacol, but the symptoms 
returned when the drug was withdrawn. 

No toxic effect on renal function or on blood-forming 
organs was detected, and no side-effects occurred other 
than a facial flush, the presence of which indicated 
adequate dosage. J. F. Goodwin 


735. Lumbar Sympathectomy in the Treatment of Peri- 
pheral Vascular Diseases 
L. T. PAcumsBo, L. F. Quirin, and R. W. CONKLING. 
Surgery, Gynecology and Obstetrics [Surg. Gynec. Obstet.} 
96, 162-168, Feb., 1953. 


PULMONARY CIRCULATION 


736. Studies of Pulmonary Hypertension. I. Pul- 
monary Circulatory Dynamics in Patients with Pulmonary 
Emphysema at Rest 

P. N. G. Yu, F. W. Lovesoy, H. A. Joos, R. E. Nye, and 
W. S. McCann. Journal of Clinical Investigation [J. 
clin. Invest.] 32, 130-137, Feb., 1953. 3 figs., 2 refs. 


In an investigation of the dynamics of the pulmonary 
circulation made at the Strong Memorial and Rochester 
Municipal Hospitals (University of Rochester, N.Y.) 
18 patients with emphysema were studied by cardiac 
catheterization. The pulmonary capillary pressure was 
determined by attaching a strain-gauge and multi-channel 
oscillograph to the catheter, which was then advanced 
until it occluded a branch of the pulmonary artery. In 
addition (or subsequently), pulmonary arterial pressure, 
ventricular, auricular, and venous pressures, and the 
electrocardiogram were recorded, and arterial and 
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venous blood gases, lung volume (by the helium-dilution 
method), and cardiac output were determined. From 
these data the pulmonary capillary and arterial pressures 
and the total pulmonary and pulmonary arteriolar 
resistances were calculated. 

In all cases capillary pressure was normal, but pul- 
monary hypertension increased with the severity of the 
emphysema, with the ratio of residual volume to total 
capacity of the lung, and with the degree of anoxia and 
rise in CO> retention. Accordingly, the ratio of arterial 
to capillary pressure also increased with the severity of 
emphysema, and was above normal in 11 of the 18 
patients. The degree of pulmonary resistance—total 
or arteriolar—was increased in all cases of pulmonary 
hypertension, but was correlated well only with increase 
in CO> retention. The oxygen saturation of arterial 
blood and the cardiac output were not related to the 
degree of emphysema. 

The authors suggest that hypercapnia plays an impor- 
tant part in producing pulmenary hypertension, in 
addition to the recognized effect of anoxia. 

James D. P. Graham 


737. A Study of Pulmonary Capillary Pressure in 
Various Types of Heart Disease. (Etude de la pression 
capillaire pulmonaire dans différents types de cardio- 
pathies) 

J. LENEGRE, L. SceBat, H. Besson, F. BENCHEMOUL, and 
J. DAMIEN. Archives des maladies du ceur et des vais- 
seaux {Arch. Mal. Ceur] 46, 1-17, Jan., 1953. 1 fig., 
19 refs. 


Measurement of the pulmonary capillary pressure 
(made by inserting a small-calibre catheter as far as 
possible into the pulmonary artery through the basilic 
vein) was determined in 5 normal subjects and 129 
patients with various cardiac lesions. The normal level 
varied between 3 cm. and 9 cm. of water (mean 5-5 cm.) 
and was not affected by effort or anxiety. It was little 
raised in cardiac lesions affecting the left side of the heart 
but not causing much disability. It was equally little 
raised in mitral stenosis with predominantly pulmonary 
symptoms or with right-sided failure, and in aortic 
valvular lesions and arteriopathies. In patients with 
chronic bronchitis or congenital cardiac disease with 
considerably raised pulmonary arterial pressure it was 
normal, while 4 cases of chronic constrictive pericarditis 
gave conflicting results. The highest pressures were 
found in acute oedema of the lung. During attacks of 
acute oedema in 8 cases the values rose to between 
47 cm. and 60 cm. of water. Pulmonary oedema did not 
occur with pressure below 47 cm., but on two occasions 
pressures higher than this were observed in the absence 
of pulmonary oedema. 

Although mainly of physio-pathological interest the 
determination of the pulmonary capillary pressure offers 
a measure of the functional state of the left side of the 
heart and of the stress on the pulmonary circulation. It 
thus offers a means of determining the primary origin of 
bronchitic symptoms in cases of mitral stenosis, and of 
detecting left ventricular involvement in constrictive 
pericarditis. Albert Venner 
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738. New Hemophilia-like Disease Caused by Deficiency 
of a Third Plasma Thromboplastin Factor 

R. L. ROseENTHAL, O. H. Dreskin, and N. ROSENTHAL. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol. (N.Y.)| 82, 171-174, 
Jan., 1953. 11 refs. 


A family is described of which 3 members, a maternal 
uncle and 2 nieces, had a mild haemorrhagic disorder 
with a prolonged clotting time and short serum pro- 
thrombin time, as in haemophilia. But experiments 
showed that blood from these patients corrected the 
clotting defect in blood from true haemophiliacs and 
vice versa, and also corrected the clotting defect in blood 
from a case of deficiency of the “* plasma thromboplastin 
component” described by Aggeler et al. (Proc. Soc. 
exp. Biol. (N.Y.), 1952, 79, 692: Abstracts of World 
Medicine, 1952, 12, 425) and vice versa. .The clotting 
defect in this family would therefore seem to be due to 
deficiency of yet another factor concerned in the activa- 
tion of thromboplastin, which has been tentatively 
named plasma thromboplastin antecedent 

{** Plasma thromboplastin component” is thought to 
be identical with the ‘ Christmas factor ’’ described by 
the Oxford workers (Biggs et al., Brit. med. J., 1952, 2, 
1378). This new deficiency is unusual in affecting the 
females of the family; full details of the family history 
are not given, so that it is not known whether both sides 
of the family were affected.] M. C. G. Israéls 


739. Treatment of the Schoenlein-Henoch Syndrome 
with Adrenocorticotrophic Hormone (A.C.T.H.) and 
Cortisone 

M. G. Puitpott and J. N. BricGs. Archives of Disease 
in Childhood {Arch. Dis. Childh.] 28, 57-60, Feb., 1953. 
2 figs., 5 refs. 


At the Children’s Hospital, Sheffield, 9 patients with 
the Schoenlein-Henoch syndrome were treated with 
ACTH and cortisone, 6 receiving ACTH alone, 2 ACTH 
followed by cortisone, and one cortisone alone. Within 
48 hours an improvement was observed in the general 
condition of 5 of the patients; 3 improved more slowly. 
In 5 of 6 patients joint swellings and intestinal haemor- 
rhage subsided with treatment. Skin manifestations 
recurred in 8 patients during treatment. Nephritis, 
present in 2 patients before treatment, was unaffected; 
in 3 this complication developed during, or shortly after 
cessation of, hormone therapy. 

The authors conclude that ACTH and cortisone are of 
no value in the treatment of renal and skin manifestations 
of the Schoenlein—Henoch syndrome. The action of 
the drugs in the patients with joint swellings and intestinal 
haemorrhage was doubtful. It is suggested that only in 
cases in which there is severe constitutional disturbance 
should hormone therapy be considered. 

J. G. Millichap 


740. The Role of the Spleen in the Leukocytosis 
following the Intra-arterial Administration of Epinephrine 
H. R. BreRMAN, R. L. Byron, and K. H. Ketty. Blood 
[Blood] 8, 153-164, Feb., 1953. 4 figs., 22 refs. 


The arterial leucocytosis which occurs after administra- 
tion of adrenaline was investigated in 6 patients with far- 
advanced neoplastic disease. at the University of Cali- 
fornia, San Francisco. The patients were subjected to 
simultaneous arterial and venous catheterization so that 
adrenaline could be introduced directly into the splenic 
artery; blood samples were obtained from the hepatic 
vein, pulmonary artery, and a peripheral artery (femoral 
or brachial). The injection of 0-2 to 0-3 mg. of adrena- 
line was followed immediately by an increase in leuco- 
cytes derived, it is thought, from the pulmonary cir- 
culation. The leucocytosis was accentuated some 2 to 
5 minutes later by release of leucocytes from the spleen 
and other portal organs. In view of these findings the 
authors suggest that the leucocytosis following the 
parenteral administration of adrenaline cannot be used 
as an index of splenic contractility or sequestration. 

A. C. Kennedy 


ANAEMIA 


741. Iron Turnover Abnormalities in Patients having 
Anemia: Serial Blood and in vivo Tissue Studies with 
Fes’, [In English] 

P. J. E-miincer, R. L. Hurr, C. A. Toptas, and J. H. 
LawreNce. Acta haematologica [Acta haemat. (Basel)| 
9, 73-96, Feb., 1953. 12 figs., 22 refs. 


At the Donner Laboratory of the University of 
California the radioactivity of blood plasma, erythro- 
cytes, bone marrow, liver, and spleen was estimated 
serially after an injection of globulin containing radio- 
active iron (5°Fe) in 22 patients with various blood 
dyscrasias and in 16 normal subjects. The dose given 
was anything up to 1/200 of the total circulating plasma 
iron content and contained up to 30 mc. of 5°Fe. The 
radioactivity of the bone marrow was estimated by 
placing the counter over the sacrum or upper thoracic 
spine, and that of the spleen, when enlarged, was 
measured at several sites. Radioactivity was also 
measured at 8 points around the torso at each of 6 
arbitrarily chosen horizontal levels to determine the 
general tissue distribution of 5°Fe. Daily counts were 
made for periods up to 16 days after the injection and 
the results recorded graphically. The relation of the 
patterns observed to the turnover of iron is discussed 
in some detail and the various types of pattern asso- 
ciated with different haematological conditions are de- 
scribed and illustrated. 

[The original paper should be consulted for details.] 

E. Neumark 
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742. Clinical Trial of Intramuscular Ferric Phosphate 
in a Case of Iron Deficiency: a New Method of Assessing 
Iron Absorption 

A. GoLpBerG and H. E. Hutcuison. Glasgow Medical 
Journal {Glasg. med. J.) 34, 35-40, Feb., 1953. 1 fig., 
16 refs. 


The authors report the case of a man of 34 with 
idiopathic hypochromic anaemia (haemoglobin level 
7 g. per 100 ml.), histamine-fast achlorhydria, and 
absence of stainable iron (haemosiderin) from the sternal 
bone marrow. Daily intramuscular injections of 
100 mg. of ferric phosphate in 2 ml. of normal saline 
were given, but produced only a slight reticulocyte 
response (2°) at the cost of considerable local pain and 
some fever. After 13 days stainable iron was still absent 
from the marrow and treatment was stopped. The 
subsequent intravenous injection of 100 mg. of sac- 
charated iron oxide daily for 12 days produced a rapid 
clinical improvement, the haemoglobin content of the 
blood rising to 14 g. per 100 ml. after 29 days. Stainable 
iron was present in the bone marrow after 49 days. 

Ernest T. Ruston 


743. The Value of Stainable Marrow Iron in the Control 
of Parenteral Iron Therapy 

M. D. Smitu. Glasgow Medical Journal [Glasg. med. J.] 
34, 41-47, Feb., 1953. 2 figs., 7 refs. 


The author reports her findings in the examination for 
stainable iron of marrow obtained by sternal puncture 
from 20 normal subjects and 104 patients with anaemia 
at the Royal Infirmary, Glasgow. The amount of 
stainable iron present (as haemosiderin granules) in 
specimens of sternal bone marrow indicates approxi- 
mately the state of the iron reserves of the body. It is 
consistently absent in chronic iron-deficiency anaemia, 
whereas excessive deposits are characteristic of haemo- 
lytic anaemia. But the absence of stainable iron does 
not necessarily indicate that intravenous iron therapy 
will prove beneficial, and in 76°4 of cases of refractory 
normoblastic anaemia iron is present in normal or even 
excessive quantities in the marrow before treatment. In 
such cases, therefore, examination of the iron content of 
the marrow is useful in determining the desirability of 
parenteral iron therapy, which is contraindicated when 
iron is present. Ernest T. Ruston 


744. Disturbances of the Digestion and Absorption of 
Iron as Pathogenetic Factors in Idiopathic Hypochromic 
Anaemia, (St6rungen der Eisenverdauung und Eisen- 
resorption als pathogenetische Faktoren der essentiellen 
hypochromen Anidmie) 

F. THEDERING and R. Beck. Klinische Wochenschrift 
[Klin. Wschr.] 31, 127-132, Feb. 1, 1953. 5 figs., 34 refs. 


The mechanism of digestion and absorption of iron 
is briefly reviewed and the authors state their view that 
deficiency of dietary iron is not an important factor in 
the aetiology of iron-deficiency anaemia. 

The absorption of various forms of iron and the effect 
of vitamin C was studied at the University Medical 
Clinic, Tiibingen, in groups of 20 normal individuals by 
examination of iron absorption curves. Serum iron 


curves rose highest following the oral administration of 
ferrous gluconate, but moderate increases were also 
evident after administration of trivalent ionized iron salts. 
Trivalent inorganic iron compounds were poorly ab- 
sorbed. High doses of vitamin C appeared to augment 
absorption, even of the well-absorbed ferrous gluconate. 
The trial of a complex organic iron-sodium citrate 
compound (regarded as representing bound iron in food) 
resulted in moderate increase in serum iron level, with a 
slightly greater rise following massive dosage (500 mg.) 
and a marked rise when given in conjunction with large 
doses (400 mg.) of vitamin C. 

Studies of iron absorption in healthy men and women 
revealed significantly higher serum iron curves in the 
latter. In iron-deficient individuals, however, the curves 
showed that in a state of iron deficiency females cannot 
augment their iron assimilation, whereas males can. 
Decompensation of iron absorption in this manner is 
suggested as a cause of the greater incidence of iron- 
deficiency anaemia in women. Mary D. Smith 


745. Electrophoresis of Human Gastric Juice in 
Relation to Castle’s Intrinsic Factor 

A. L. LATNER, C. C. UNGLEY, E. V. Cox, E. McEvoy- 
Bowe, and L. Raine. British Medical Journal [Brit. 
med. J.] 1, 467-473, Feb. 28, 1953. 7 figs., 19 refs. 


There have been many unsuccessful attempts to 
isolate Castle's intrinsic factor. In the present investiga- 
tion, carried out at King’s College, Newcastle-upon-Tyne, 
the authors used mainly physico-chemical methods, 
namely, ultrafiltration and freeze-drying followed by 
electrophoresis on filter paper. 

Gastric juice obtained from healthy volunteers was 
concentrated 150 to 200 times by reconstituting freeze- 
dried ultrafiltrate with buffer. The concentrate was 
fractionated by electrophoresis on No. 31 extra-thick 
Whatman filter-paper strips, the strips then being divided 
into segments 1 cm. wide which yielded separate frac- 
tions. The pH of the barbitone buffer finally used was 
6°35. 

The vitamin B;2-binding power of the fractions was 
tested as a basis for grouping fractions for clinical trial; 
it was later found that staining methods were equally 
effective for the grouping of fractions. Tests were 
carried out in 15 cases of pernicious anaemia; the intake 
of haematopoietic factors in the diet was reduced as far as 
possible, food being withheld for 6 hours before and 
6 hours after administration of the test material. 

Test material was given by mouth as a single dose with 
50 yg. of vitamin B;2. A second test was carried out 
only when the effect of the first had ceased, the reticu- 
locyte count was less than 2°%, the erythrocyte count was 
falling, and the bone marrow was megaloblastic. The 
potency of extracts was determined in terms of clinical 
response. Liquid extracts were shown to contain 
intrinsic factor, those corresponding to the first anode 
peak being the most potent, while some intrinsic activity 
was found in extracts corresponding to the first cathode 
peak. The material from the first anode peak was shown 
to contain mucoprotein or a mucopolysaccharide. 

John Murray 
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746. Gastric Mucoprotein and Intrinsic Factor. Re- 
sponse of Pernicious Anaemia to Oral Vitamin B,> plus 
Normal Gastric Juice Treated with Receptor-destroying 
Enzyme 

B. P. Marmion, H. J. GARDNER, E. G. Sant, and J. L. 
Stuppe. Lancet [Lancet] 1, 273-274, Feb. 7, 1953. 
2 figs., 10 refs. 


In 1947 Burnet and Stone discovered a soluble enzyme 
which was derived from Vibrio cholerae and which could 
either modify or destroy the influenza-virus receptors on 
erythrocytes and on cells susceptible to experimental 
infection. Evidence subsequently obtained indicated 
that the receptor-destroying enzyme was a mucinase 
acting on a considerable range of soluble mucins, 
including that present in human gastric juice. The 
present authors describe the results of an investigation 
carried out at the Royal Melbourne Hospital, Melbourne, 
to determine whether the gastric mucoprotein believed 
by Glass et al. (Science, 1952, 115, 101; Abstracts of 
World Medicine, 1952, 12, 136) to be closely related to, 
if not identical with, the intrinsic factor would lose its 
activity after treatment with the receptor-destroying 
enzyme (R.D.E.). 

A patient with Addisonian pernicious anaemia was 
given a mixture of 10 yg. of vitamin B;2 and 100 ml. of 
R.D.E.-treated normal gastric juice by mouth daily for 
5 days. A normal therapeutic response was obtained, 
indicating that under the conditions of the test R.D.E. 
had not inactivated the intrinsic factor. A. Brown 


BLOOD TRANSFUSION 


747. Improved Storage of Red Cells at —20°C 
H. CHAPLIN and P. L. MoLuison. Lancet [Lancet] 1, 
215-218, Jan. 31, 1953. 1 fig., 8 refs. 


Previous reports (notably that of Mollison ef ail., 
Lancet, 1952, 2, 501; Abstracts of World Medicine, 1953, 
13, 44) have shown that it is possible to store human 
blood at —79 C. for 6 months and transfuse the re- 
covered erythrocytes. However, the proportion of cells 
lost during freezing and recovery was about 50%; 
furthermore, storage at —79° C. made the process im- 
practicable for routine use. In the present paper from 
the Postgraduate Medical School of London the authors 
demonstrate that erythrocytes mixed with a final con- 
centration of 30% glycerol and 3°% trisodium citrate can 
be stored successfully at —20° C., and that about 90% 
of the cells can be recovered. The successful storage of 
erythrocytes so far as antigen content is concerned is 
reported, but the authors point out that the value of this 
improved method in its application to blood transfusion 
has yet to be examined. I. Dunsford 


748. Removal of Glycerol from Previously Frozen Red 
Cells. A Modified Method 

H. CHAPLIN and N. VEALL. Lancet [Lancet] 1, 218-219, 
Jan. 31, 1953. 1 fig., 4 refs. 


In the improved technique for storing erythrocytes 
described by Chaplin and Mollison [Abstract 747] the 
concentration of glycerol used was 30%, whereas 


M—R 


15°% was previously advocated. It was found, however, 
that to restore the blood for use took much longer, 
larger volumes of wash solution with increased centri- 
fugation being required, and that ** sludging ** resulted. 

The authors haye now overcome these difficulties by 
applying the * long traverse centrifuge * principle, which 
makes it possible to use large volumes of wash solution 
with little centrifugal force. The suspension medium is 
removed by continuous dilution and replacement with 
isotonic saline solution, thus minimizing osmotic ten- 
sion on the shrunken cells. One pint (568 ml.) of frozen 
“blood ” can be processed by this method in 24 hours. 

I. Dunsford 


749. Newer Methods of Detection of Incompatibilities 
in Blood Transfusion 
O. B. Hunter and J. B. Ross. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| 23, 27-32, 
Jan., 1953. 6 refs. 


In this paper from the Blood Grouping Laboratory, 
Washington, D.C., the detection of incompatibilities in 
blood for transfusion is discussed. Of 5 tests investigated 
the indirect Coombs test and the trypsin-treated ery- 
throcyte test were found the most sensitive for detection 
of Rh antibodies. A plea is made for the use of the: 
Coombs test as a routine in transfusion work, but two 
precautions should be observed: the test cells must be 
thoroughly washed to guard against false negative 
results, and the serum-—cell mixture must be incubated at 
37°C. in order to eliminate non-specific agglutination. 
The use of trypsin-treated erythrocytes greatly enhances 
the sensitivity of the test for Rh antibodies and eliminates 
the need for a protein medium, but false positive reactions 
with this test do occur more frequently. The slide test, 
carried out by adding 2 drops of 30°, bovine albumin to 
1 drop of serum on a slide warmed to 40° C., ensures the 
elimination of cold agglutinins and auto-agglutinins. 
The albumin tube test, employing a suspension of 
erythrocytes in isotonic 20°, bovine albumin, is looked 
upon as the most generally reliable test since it demon- 
strates both agglutinating and blocking antibodies in 
the serum, although it does occasionally miss weak 
antibodies. 

For routine cross-matching of bloods the modified 
protein tube test is recommended. In this test one drop 
of a 2% suspension of donor’s cells in donor’s serum or 
in 6% albumin (saline solution as a suspension medium 
should never be used) is added to 2 drops of the patient’s 
serum and mixed in a Kahn tube, which is placed in a 
water bath at 37° C. for 30 minutes and then centrifuged 
at 1,500 r.p.m. for one minute. The packed cells are 
then gently shaken and inspected for signs of clumping. 

Kate Maunsell 


750. Post-transfusion Survival of Erythrocytes Stored in 
a Solution of Ethylenediamine Tetraacetic Acid and 
Dextrose 

C. C. SPRAGUE, J. B. SHAPLEIGH, S. Mayes, R. D. LANGE, 
and C. V. Moore. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.} 41, 84-90, Jan., 1953. 
4 figs., 8 refs. 
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751. The Architectural Basis of Pulmonary Ventilation 
E. D. CHurcHiLt. Annals of Surgery [Ann. Surg.) 137, 
1-11, Jan., 1953. 9 figs., 15 refs. 


In this paper, which was delivered as a lecture to the 
Buffalo Surgical Society, the author reviews the known 
pathological and physiological facts relating to bron- 
chiectatic lobes and segments. He suggests that if the 
broncho-pulmonary segment be taken as the architectural 
unit of the lung, the development of bronchiectasis is, 
in part at least, an attempt by the body to maintain 
spatial integrity, and is similar to that seen in all air- 
containing organs enclosed in a more or less rigid- 
walled cavity. 

Bronchograms of ectatic segments commonly show 
cylindrical dilatation with rather abrupt termination 
some distance from the periphery. The iodized oil 
cannot be induced to fill this peripheral zone. Dissection 
and microscopical examination show that many terminal 
bronchioles are obstructed and shrunken to form 
fibrous cords, whereas the surrounding alveoli are 
aerated and emphysematous. At operation, many of 
these segments are found not to be collapsed, but filled 
with air, and when the bronchus is released, the segment 
does not deflate as will a normal one. This, together 
with the absence of carbon pigmentation, leads the 
author to the deduction that the alveoli may be filled 
by collateral diffusion of air from neighbouring normai 
segments. The distension of these segments with air 
fulfils no direct useful function except, the author 
suggests, that by maintaining the normal shape and size 
of the organ it prevents the deformity of adjacent seg- 
ments which would occur if atelectasis and shrinkage 
had taken place. 

Another common finding at operation is hypertrophy 
of the bronchial arterial supply of ectatic segments, even 
in the absence of gross infection. The author wonders if 
this seemingly purposeless flow of fully oxygenated blood 
may not, by its systemic pressure, serve to block the flow 
of unoxygenated blood in the segmental pulmonary 
artery and so help to maintain the level of oxygen in the 
pulmonary veins. Bryan P. Moore 


752. The Cricothyroid Route for Anesthesia in Broncho- 
scopy 

B. ScHArF and M.H. Topp. Diseases of the Chest [Dis. 
Chest) 23, 327-330, March, 1953. 5 refs. 


753. Lung Abscess. Il. Signs and Symptoms. Diag- 
nosis 

J. HaGtvet, S. Hort, and A. Homs. Journal of the Oslo 
City Hospitals [J. Oslo City Hosp.| 2, 233-244, Dec., 1952. 
4 figs., 9 refs. 


Continuing their review of 234 cases of abscess of the 
lung treated at the Ulleval Hospital, Oslo, in the 10-year 
period 1938-47 (for Part I see J. Oslo City Hosp., 
1952, 2,205; Abstracts of World Medicine, 1953, 13, 485), 


the authors now give a general description of the common 
clinical variations seen in this series. They suggest that 
it is helpful to divide such cases into septic, pleuritic, 
bronchitic, and pneumonic groups according to the out- 
standing signs and symptoms. Bryan P. Moore 


754. Lung Abscess. III. Medical 
Results 

J. HaGtvet, S. Hyort, and A. Homs. Journal of the Oslo 
City Hospitals (J. Oslo City Hosp.] 3, 32-44, Feb., 1953. 
1 fig., 8 refs. 


The authors give further details [see Abstract 753] of 
their series of cases of abscess of the lung, with particular 
reference to 128 patients treated medically only. Many 
of these cases occurred, of course, before penicillin was 
available, and in the small proportion of the cases given 
any antibiotic treatment at all the dosage of penicillin 
was seriously limited by its scarcity. This is reflected 
in the morbidity and mortality rates. In 14 cases there 
was residual cough and sputum, and there were 32 deaths, 
including 5 patients with carcinoma; 6 patients were lost 
to follow-up. The remaining 76 recovered completely or 
were free of symptoms. The final results for the whole 
group, including those treated surgically but excluding 
the 5 cases of carcinoma, were: dead 26%: cured 65°;; 
unsatisfactory result lost to follow-up 

Brvan P. Moore 


Treatment and 


755. The Therapeutic Use of Diethylaminoethyl Ester 
Hydroiodide of Penicillin G in Chronic Bronchopulmonary 
Infections. Clinical and Bacteriological Studies 

A. L. BaracH, H. A. BICKERMAN, H. M. Rose, and 
G. W. MELcHerR. Diseases of the Chest [Dis. Chest] 
23, 121-135, Feb., 1953. 19 refs. 


In this paper from the Department of Medicine, 
Columbia University, New York, the authors describe 
the clinical results of treatment with diethylaminoethyl 
ester hydriodide of benzylpenicillin (penethamate 


-hydriodide) in 80 patients with chronic broncho- 


pulmonary disease, including chronic bronchitis, bron- 
chiectasis, and chronic pneumonitis. Dosage ranged 
from 500,000 to 2,000,000 units intramuscularly once or 
twice daily, with an average total dose of 9,000,000 units 
over a period of 8 days. Improvement was assessed in 
terms of diminution of cough, the character, amount, 
and bacteriological content of the sputum, decrease in 
wheezing, fever, and malaise, and change in weight. 

Of 100 courses of treatment, excellent results are 
claimed in 55, moderate improvement in 27, and little or 
no benefit in 18. Of 90 cases in which the sputum was 
purulent or mucopurulent before treatment, there was no 
sputum in 4 and only mucoid sputum in 55 after treat- 
ment, while cultures were sterile in 36, and showed 
Gram-negative bacteria in 27, Staphylococcus aureus in 
14, Proteus vulgaris in 4, Pseudomonas aeruginosa in 
one, yeasts in 3, and other organisms, including 


226 


7 
I 
1 
I 


St 
tio 
hy 
the 
19 
un 
tra 
en 
br 
au 
m 
re: 

75 
of 
M 
{L 
pi 
hy 
Ww 
ra 
ul 
rd 
le 
b 
tl 
tl 
a 
0 
t 
le 
a 
| 
| 
| | 


RESPIRATORY SYSTEM 227 


Streptococcus viridans, in 5. * After intramuscular injec- 
tions of 500,000 to 1,000,000 units of penethamate 
hydriodide, the sputum penicillin levels varied between 
0-1 and 1-5 unit per ml. in 42 of 68 instances, in 5 cases 
there was no detectable level after 500,000 units, and in 
19 cases there was 0-2 to 0-48 unit per ml. after 1,000,000 
units. Side-effects, which occurred in 9 cases, included 
transient urticaria, rhinorrhoea and _ bronchorrhoea, 
enlarged salivary glands, low-grade fever, syncope with 
bronchospasm, and allergic reactions to penicillin. The 
authors conclude that penethamate hydriodide has a 
markedly effective action in the contro! of chronic 
respiratory infections due to Gram-positive organisms, 
especially if combined with adequate bronchial drainage. 
I. Ansell 


756. The Use of Neo-penil, a Diethylaminoethyl Ester 
of Penicillin, in Pulmonary Disease 

M. J. DULFANO and M.S. SeGar. Diseases of the Chest 
[Dis. Chest] 23, 136-142, Feb., 1953. 1 fig., 8 refs. 


From Boston City Hospital some observations are 
presented on the effects of diethylaminoethyl ester 
hydriodide of penicillin (** neo-penil’’) on 48 patients 
with acute or chronic pulmonary disease. Doses 
ranged from 300,000 units in one dose to 500,000 
units intramuscularly every 6 hours, the total dose 
ranging from 2,100,000 in 5 days to 24,000,000 units in 
12 days. Following single intramuscular doses of 
300,000 to 1,000,000 units of the antibiotic, blood peak 
levels after 4 hours ranged from 0-1 to 1-1 unit per mi., 
compared with sputum levels of 0-35 to 3-0 units per ml. 

Temperature and cough were decreased in almost all 
patients, as well as the amount of sputum, which also 
became less purulent. Changes in the bacterial flora of 
the sputum did not appear to correlate with the rest of 
the findings. Pneumococci (Type 6) invariably dis- 
appeared, and Staphylococcus albus and Staph. aureus 
were mostly inhibited after treatment. The emergence 
of new bacterial flora following treatment did not appear 
to alter the beneficial clinical results, which were “‘ excel- 
lent ’’ in 9 cases, ** good” in 22, partially successful in 9, 
and ineffective in 8 cases. Seven patients who had 
previously failed to respond to procaine penicillin 
responded favourably to penethamate hydriodide. 

I. Ansell 


757. The Hydriodide of Diethylaminoethyl Ester of 
Penicillin G, Neo-penil. A Comparative Study of the 
Treatment of Bacteria! Pneumonias with Procaine 
Penicillin 

H. F. Furppin, L. E. BARTHOLOMEW, W. V. MATTEUCCI, 
and N. H. ScHiMMEL. Diseases of the Chest [Dis. Chest] 
23, 143-148, Feb., 1953. 1 fig., 5 refs. 


This comparative study of the effects of diethylamino- 
ethy! ester hydriodide of benzylpenicillin (penethamate 
hydriodide) and procaine penicillin on 114 patients with 
pneumonia was carried out at the Philadelphia General 
Hospital, 55 being treated with penethamate hydriodide 
and 59 with procaine penicillin. In general the 2 groups 
Were comparable as to factors influencing prognosis. 
Both groups received 500,000 units of one of the drugs 


intramuscularly daily for a total of 5 days, but 5 patients 
in each group required treatment for a further 5 days 
because of complicating factors. Of those receiving 
penethamate hydriodide, one died, 4 developed massive 
pleural effusions, and one developed an empyema. 
Among those given procaine penicillin there were 2 
deaths, 5 massive pleural effusions, and 2 empyemata. 
There was thus no difference between the two forms of 
penicillin in their ability to reduce fever, and both forms 
were equally effective as far as the end-results of therapy 
were concerned. I. Ansell 


758. Cardiopulmonary Function in the Pulmonary Form 
of Boeck’s Sarcoid and its Modification by Cortisone 
Therapy 

J. H. McC LemMent, A. D. ReNzettTI, A. HIMMELSTEIN, 
and A. COURNAND. American Review of Tuberculosis 
[Amer. Rev. Tuberc.| 67, 154-172, Feb., 1953. 4 figs., 
30 refs. 


Cardiopulmonary function was assessed at Bellevue 
Hospital, New York, in 10 cases of sarcoidosis in which 
significant involvement of the lung parenchyma was 
demonstrable radiologically. The diagnosis was con- 
firmed in 9 of the 10 by lymph-node, skin, or liver 
biopsy. The measurements made included vital capacity, 
total and residual lung volume, maximum breathing 
capacity, index of intrapulmonary mixing, arterial blood 
oxygen saturation and carbon dioxide tension, cardiac 
output, and pulmonary and brachial arterial blood 
pressure. From these observations 3 main types of 
functional abnormality were identified: (1) reduction of 
all lung-volume measurements, with mild hyperventila- 
tion and minimal ventilatory insufficiency (4 cases); 
(2) reduction of lung volumes together with disturbances 
of alveolar—capillary gas exchange characteristic of 
alveolar-capillary block (5 cases); and (3) lung-volume 
changes and disturbance of alveolar-capillary gas 
exchange consistent with chronic emphysema (1 case). 

Four of the cases belonging to Type 2 were treated 
with cortisone in doses ranging from 50 to 300 mg. daily. 
In 2 there was significant improvement of pulmonary 
function, chiefly through the return to normal of oxygen 
diffusing capacity and a reduction in pulmonary arterial 
pressure. The other 2 cases showed no definite improve- 
ment. The single case of Type-3 abnormality was also 
treated with cortisone, to which there was a satisfactory 
clinical response, with striking radiological evidence of 
clearing of the infiltration, and an improvement in oxygen. 
transport to the capillaries. There was a decreased 
venous admixture in the arterial blood. The lung- 
volume changes, however, were not significant and it is 
therefore concluded that the emphysematous lesions were 
not reversed by hormone therapy. 

It is postulated that in Type ! the alveolar capillary 
septa are not involved, that in Type 2 they are mainly 
involved, and that in Type 3 the peribronchial areas are 
most severely affected, so that emphysema occurs, 
though there is more hyperventilation and less dis- 
turbance of gas mixing than in the common obstructive 
emphysema. Biopsy of extrapulmonary tissues showed 
that the lesions of sarcoidosis become fibrotic under 
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cortisone treatment, so that the variations in pulmonary 
response to the hormone may be due to variations in the 
degree of resolution and extent of fibrosis. This may 
also explain the variable and generally insignificant 
effect of cortisone on the haemodynamic findings. It is 
concluded that physiological studies are not particularly 
helpful in determining whether any particular case will 
benefit from cortisone treatment or not. 
Ronald S. McNeill 


759. Angiopneumography in Bronchial Cancer. Cri- 
teria of Operability. (L’angiopneumographie dans le 
cancer bronchique. Critéres d’opérabilité) 

F. pe CLerce, A. pe Coster, G. MELoT, A. BOLLAERT, 
A. Dumont, and A. Duprez. Acta chirurgica Belgica 
{Acta chir. belg.| 52, 95-108, Feb., 1953. 20 figs. 


_ In employing angiopneumography in the diagnosis of 
bronchial carcinoma at the Hépital Saint-Pierre, Brussels, 
the authors’ technique is to take six radiographs of the 
lung at one-second intervals after the rapid injection of 
60 ml. of 70°, diodone into a subcutaneous vein, a pre- 
liminary sensitivity test having first been carried out. In 
a normal angiocardiogram the first exposure shows the 
superior vena cava, the second the pulmonary artery, the 
third its lobar and segmental branches, which in general 
correspond with those of the bronchi, and in the fourth 
and fifth exposures the opaque medium has reached the 
capillaries and the pulmonary veins, which are usually, 
however, only indistinctly outlined. Oblique views are 
occasionally helpful, although they make a comparison 
of the vascularization of the two lungs more difficult. 
The injection of operation specimens, when available, 
provides confirmation of the findings. 

The abnormalities found by the authors in cases of 
bronchial cancer were as follows. (1) Delayed or 
deficient circulation in the whole of one lung, but as this 
indicates only reduced ventilation it is not specific. 
(2) Obstruction or compression of the superior vena 
cava by the tumour or by enlarged nodes. (3) Altera- 
tions in the main pulmonary arteries. Amputation or 
irregular narrowing is usually significant, but incomplete 
filling may also occur with inflammatory lesions (when it 
is of functional origin and not due to blockage of the 
vessel), so that this finding must be interpreted cautiously 
and is of less diagnostic significance. A progressive 
narrowing of the main artery, most marked at the origin 
of its branches, which are slender or obliterated, is a 
characteristic appearance in carcinoma. (4) Alterations 
of the lobar branches, with irregularity, displacement, or 
functional reduction in atelectatic areas. In the authors’ 
experience alterations in segmental arteries and in veins 
can seldom be recognized. Contraindications to opera- 
tion include complete obstruction of the vena cava and 
amputation of a main pulmonary artery. This usually 
means tracheo-bronchial nodal involvement, and even if 
intrapericardial ligation and pneumonectomy are achieved 
the resection will be palliative only. Deformity at the 
origin of lobar branches indicates a grave prognosis and 
probably means inoperability. Alterations in the lobar 
branches themselves is no contraindication to operation. 

The authors have performed angiography on 50 
patients, of whom 9 showed caval obstruction and 26 
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abnormalities of a main pulmonary artery; 16 patients 
were considered inoperable, and in another 9 the prog- 
nosis was poor. At first, angiographic criteria were not 
observed, and 10 of the 16 considered inoperable did in 
fact undergo surgery; in 8 the operation was explora- 
tory only; in one pneumonectomy was _ performed 
under a mistaken diagnosis, and in the other involved 
nodes were left behind, and both patients subsequently 
died. Of the 9 patients whose outlook was considered 
grave because the distal part of a main pulmonary artery 
was deformed, only 3 underwent pneumonectomy, 2 of 
these dying. In 25 cases operation was considered pos- 
sible on the angiographic findings, but in 3 of these cases 
there were other contraindications and 5 patients refused 
operation. In the remaining 17 cases thoracotomy was 
performed and only 2 were found to be inoperable on 
exploration. 

The authors consider that the angiogram demonstrates 
mediastinal involvement more reliably than the broncho- 
scope, and will often enable a fruitless operation to be 
avoided. M. Meredith Brown 


760. Bronchiectasis. 
Cases of Pneumonia 
A. L. BACHMAN, W. R. Hewitt, and H. C. BEEKLEY. 
Archives of Internal Medicine {Arch. intern. Med.) 91, 
78-96, Jan., 1953. 10 figs., 28 refs. 


In an investigation of atelectasis and the bronchial 
changes occurring after pneumonia, 60 consecutive 
patients were subjected to bronchography, 10 to 20 ml. 
of iodized oil being given per lobe up to a total dosage 
of 40 to 50 mi. of oil. Patients with atypical and 
streptococcal pneumonia predominated; only 4 with 
pneumococcal pneumonia were examined, and _ these 
were not considered to have atelectasis or any bronchial 
abnormality. In 38 patients there was radiological 
evidence of areas of atelectasis at the height of the infec- 
tion which in 12 of these was still present when bron- 
chography was performed. Bronchial obstruction was 
demonstrated in several patients with persistent collapse. 
Bronchial dilatation was present in 9 out of 21 cases of 
atypical pneumonia, 7 having earlier shown some degree 
of atelectasis. The bronchi of 14 out of 16 patients with 
streptococcal pneumonia were dilated, and of these 12 
had had collapse of corresponding portions of lung. 
Most of these patients recovered within a few months and 
were left with no residual abnormality; only one 
developed progressive bronchiectasis during the period of 
observation. 

The authors believe that their findings demonstrate a 
correlation between atelectasis and bronchiectasis. 
Since, however, cases of atelectasis occurred without 
bronchial dilatation, they consider that bronchial 
inflammation is the principal aetiological agent in 
bronchiectasis by producing either of these complications 
of pulmonary infection. J. Robertson Sinton 


A Bronchographic Study of Sixty 


761. Bronchiectasis Caused by Mustard Gas 

N. Wynn-WILuiAMs. British Journal of Tuberculosis and 
Diseases of the Chest (Brit. J. Tuberc.] 47, 35-38, Jan., 
1953. 2 figs., 13 refs. 
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Otorhinolaryngology 


762. A Study of the Anatomy and Function of the 


Tectorial Membrane 

A. C. HILDING. Transactions of the American Academy 
of Ophthalmology and Otolaryngology (Trans. Amer. 
Acad. Ophthal. Otolaryng.] 57, 35-47, Jan.—Feb., 1953. 
11 figs., 23 refs. 


From a study made at Columbia University, New York, 
of some 130 fresh temporal bones, of which about 100 
were from human subjects, the author has shown that 
the tectorial membrane is attached not only to the cells 
of Hensen at its outer end, but also to the inner sulcus 
cells. Between these two points the membrane is in 
contact with the hairs of the hair cells of Corti’s organ. 
By this attachment of the tectorial membrane, a flexible 
arch, never before described, is formed about the organ 
of Corti, fitting closely over the more or less rigid arch 
previously described by Held in 1926. 

On the basis of these newly discovered anatomical facts 
a new theory of hearing is advanced. Transmission of 
sound waves from the perilymph to the hair cells is thought 
to occur through a diagonal shearing movement on the 
slope facing the apex as a result of a pull on those fibrils 
in the tectorial membrane which are tilted towards the 
apex by the movement of the wave, and which the author 
has shown to be non-stretching. This, the author 
believes, is the localized stimulating movement which has 
long been sought. G. E. Stein 


763. Comparative Effects of Penicillin, Aureomycin and 
Terramycin on Streptoceccal Tonsillitis and Pharyngitis 
F. W. Denny, L. W. WANNAMAKER, and E. O. HAHN. 
Pediatrics [Pediatrics] 11, 7-14, Jan., 1953. 4 refs. 


The authors compared the effects of penicillin, aureo- 
mycin, and terramycin in the treatment of streptococcal 
tonsillitis and pharyngitis in 207 patients, most of whom 
were aged between 17 and 21 years, at Warren Air Force 
Base, Wyoming. All had exudate on tonsils or pharynx 
and a total leucocyte count of 10,000 or more per c.mm. 
none had been ill longer than 31 hours. Group-A 
streptococci were isolated in over 90%. Patients were 
divided into four groups on a random basis, 53 being 
given penicillin, 53 aureomycin, 51 terramycin, and 50 
controls a placebo. Penicillin, in the form of procaine 
benzyl penicillin, was given by intramuscular injection of 
600,000 units daily for 5 days: aureomycin and terramy- 
cin were given orally in an initial dose of 1 g. followed 
by 0-5 g. 6-hourly for a further 19 doses; and the placebo 
(lactose) was given 6-hourly for 20 doses. The com- 
parative effectiveness of these is shown graphically. 

Except for chilliness, which disappeared equally 
rapidly in all four groups, and gastro-intestinal symp- 
toms, which were sometimes exacerbated by aureomycin 
and terramycin, resolution was slightly and almost 
uniformly quicker in the three treated groups than in the 
control subjects. Suppurative and non-suppurative 
complications were too few to allow deductions to be 


made. The most striking effect of therapy was to reduce 
the proportion of patients still carrying streptococci in 
the throat on the Sth day of illness from over 90°, to 
under 10°,; the most rapid clearance seemed to be with 
penicillin. A decrease in the formation of antistrepto- 
lysin **O* was noted in all three treated groups. 
[These results reveal little difference in the immediate 
response of acute streptococcal sore throat to penicillin, 
aureomycin, and terramycin; the series is, however, too 
small to exclude the possibility of differences in the 
incidence of complications. ] H. McC. Giles 


764. Respiratory Air Currents and Their Clinical 
Aspects 

A. W. Proetz. Journal of Laryngology and Otology {[J. 
Laryng.] 67, 1-27, Jan., 1953. 10 figs., 47 refs. 


The nose is the air-conditioning and filtering unit of 
the respiratory tract, and in normal circumstances en- 
sures that the relative humidity of the inspired air on 
reaching the pharynx is about 80°, and its temperature 
about 34° C. irrespective of atmospheric conditions. 
Even minor nasal defects may therefore result in dis- 
comfort or ill health. The function of filtration is 
dependent on two factors, the cilia and the blanket of 
mucus, and is most frequently impaired as a result of | 
misdirection and maldistribution of the air current, 
turbulence and impingement causing local drying and the 
deposition of foreign matter—dust and micro-organisms. 
It is important, therefore, that the nasal passages should 
be ‘‘ streamlined *’, since any bend, narrowing, or kink 
will set up abnormal turbulence and predispose to 
infection. The cilium is of paramount importance and 
maintenance of its integrity is essential. 

The author describes the patterns of normal and 
abnormal air currents, which are determined by the direc- 
tion of the anterior nares, the configuration of the nasal 


-chamber, and the relative sizes of the anterior and 


posterior nares, and gives an account of experimental 
work in which he has studied these patterns in the cadaver 
or in casts made from latex moulds of the nasal cavity in 
the cadaver. He draws attention to what he terms 
‘** impingement areas’, which correspond closely to the 
distribution of the lymphoid tissue of Waldeyer’s ring. 
Aberrant air currents which cause clinical disturbance 
are confined to the inspiratory phase, and the symptoms 
depend upon the extent and location of the dry area and 
upon its anatomical relations. 

Treatment should be directed towards rectifying any 
defect in the nasal mucus (or supplying moisture when 
this is impracticable or impossible), revising the airways 
to eliminate dry spots, and finally ** reducing the local 
susceptibility of tissue to air currents’’ by cauterizing 
pharyngeal lymph nodes, removing adenoids, reducing a 
lingual tonsil, and correcting thyroid deficiency. Vac- 
cines are unsatisfactory for this purpose. 

E. D. Dalziel Dickson 


229 


- 

d 

i 

y 

d 

y 

f 

n 

S 

jo 

y 

1 

1 

f 

1 
2 

{ 

f 

a 

1 

d | 


Urogenital System 


765. Urinary Infections: Clinical and Bacteriological 
Cure with Terramycin 

H. M. TRAFTON and H. E. Linp. Journal of Urology 
[J. Urol. (Baltimore)| 69, 315-319, Feb., 1953. 4 refs. 


At Brooks Hospital, Brookline, Massachusetts, 35 
patients with urinary infections uncomplicated by ob- 
struction or stone which failed to respond to sulphon- 
amides, streptomycin, aureomycin, or chloramphenicol 
were given a 6-day course of terramycin, 0-5 g. 4 times 
perday. The drug was tolerated better than aureomycin 
and about as well as chloramphenicol, but was less well 
tolerated than penicillin or streptomycin. Diarrhoea and 
glossitis were the chief side-effects, but were not suffi- 
ciently severe either to diminish the clinical effectiveness 
of the drug or to cause discontinuation of treatment. 

In 20 of the 35 patients the urine became sterile and 
there was complete cure after one course. A further 
3 patients experienced symptomatic relief, but with 
persistence of organisms in the urine. In mixed infec- 
tions a combination of terramycin with streptomycin 
was found to be the most effective treatment. Proteus 
and haemolytic Staphylococcus aureus were insensitive to 
terramycin, as were they to the other drugs used. 

W. Skyrme Rees 


766. The Treatment of Urinary-tract Infections with a 
New Antibiotic—Magnamycin. Preliminary Report 

H. M. Trarton, H. E. Linp, and M. CorREIABRANCO. 
New England Journal of Medicine [New Engl. J. Med.| 
248, 379-380, Feb. 26, 1953. 1 ref. 


In an investigation at Brooks Hospital, Brookline, 
Massachusetts, the new antibiotic carbomycin (** magna- 
mycin’) was used to treat 15 patients with urinary 
infections who had failed to react to other drugs. Most 
of these patients were given 0-5 g. of carbomycin 4 
times daily for 7 days, although the urine was frequently 
sterile after 3 days’ treatment. No serious reactions 
were encountered, but nearly all patients had some 
degree of looseness of the bowels and a number had 
mild dyspepsia. Clinical improvement was noted in all 
cases except 2, in which the organisms were magnamycin- 
resistant. There was little correlation between clinical 
response and the level of the antibiotic in the blood and 
urine. It would seem that this is a good antibiotic for the 
treatment of Gram-positive urinary infections, particu- 
larly those by the enterococcal group. T. Semple 


767. Nephrectomy for Aplasia or Atrophy: a Series of 
31 Cases. (31 néphrectomies pour aplasie ou atrophie) 
J. Cipert and J. Cottenet. Journal d’urologie médicale 
et chirurgicale [J. Urol. méd. chir.| 58, 807-816, 1952. 


The authors review their experience in a_ series 
of 50 cases of renal aplasia and atrophy seen in the last 
25 years at the Pavillon V, Lyons, of which 31 cases 
were treated by nephrectomy. Excluding 2 cases in 
which the condition was discovered incidentally, the 


indications for operation in the remaining 29 were as 
follows: renal pain (4 cases), persistent urinary infection 
(8 cases), albuminuria (7 cases), and hypertension (10 
cases). Among those operated on primarily for albu- 
minuria were 2 with raised blood pressure, thus 
giving a series of 12 cases in which the effect of nephrec- 
tomy on hypertension could be assessed. Good results 
were obtained in about half the cases, but in the older 
patients little or no benefit was evident. It is considered 
that failure may be attributable either to the impossibility 
of rectifying a long-established pathological condition 
or to the fact that the atrophic kidney may not be itself 
the causative factor. 

It is concluded that nephrectomy in cases of aplastic 
or atrophic kidneys may be undertaken either for 
urological reasons (renal pain and persistent infection) 
or for medical reasons (albuminuria and hypertension). 
The results in the former are usually satisfactory, pro- 
vided that other lesions capable of causing the symptoms 
can be excluded. The medical indications for nephrec- 
tomy are more doubtful, but it is emphasized that the 
chances of success in patients over the age of 45 are 
remote. Even in younger patients some uncertainty 
exists, but the importance of urography in the investiga- 
tion of albuminuria and hypertension in children, as a 
means of identifying unilateral renal lesions for which 
nephrectomy offers a prospect of relief, cannot be over- 
stressed. It is the authors’ opinion that a majority of 
unilateral small kidneys, despite their otherwise normal 
external appearance, are secondary to nephritis or 
vascular disturbances. J. D. Fergusson 


768. Renal Tumours 
R. SHACKMAN and O. DaNiEL. British Medical Journal 
[Brit. med. J.] 1, 1251-1254, June 6, 1953. 10 refs. 


769. Treatment of Nephrotic Syndrome with Interrupted 
ACTH or Oral Cortisone Therapy 

K. LANGE, L. SLopopy, and R. StrRANG. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol. (N.Y.)] 82, 315-317, Feb., 1953. 
2 figs., 8 refs. 


The authors have previously reported a persistently 
low level of serum complement in cases of acute and 
subacute glomerulonephritis, including nephrosis. They 
consider that this is caused by ag antigen-antibody re- 
action, in the course of which complement becomes fixed. 
The complement level rises with improvement in the 
disease, while it falls during a relapse: in 100 cases 
without any signs of nephritis the level was 1 to 3 units. 
Since the authors consider that ACTH and cortisone 
depress antibody formation, they postulate that the 
complement level might be affected by these hormones 
in nephritis. 

To investigate this possibility 16 cases of the nephrotic 
syndrome at the Metropolitan Hospital, New York, with 
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an average complement level of 0-71 unit, were given 
100 mg. of ACTH daily for 7 days. Diuresis, preceded 
by a rise in the serum complement level, resulted in most 
cases. When a relapse occurred it was associated with 
a fall in complement level. Some patients receiving as 
maintenance therapy 100 mg. of ACTH on 3 successive 
days each week for 5 to 8 weeks showed persistent 
improvement, the serum complement level remaining 
within the normal range. Interrupted cortisone therapy 
produced the same results. The blood chemical picture 
improved simultaneously with both ACTH and cortisone 
therapy. G. Loewi 


770. The Clinical Prognosis in Testicular Tumors; an 
Analysis of 48 Cases 

H. T. THompson. Journal of Urology [J. Urol. (Balti- 
more)] 69, 299-306, Feb., 1953. 34 refs. 

In this paper the author draws attention to the 
value of factors other than the histological picture in 
assessing prognosis in testicular neoplasms. In_ all 
grades there is a relatively better prognosis in patients 
aged between 21 and 50. When a patient is first seen 
with no symptoms and in good general health, the 
tumour being discovered accidentally or perhaps after 
trauma has drawn attention to it, the outlook is relatively 
good. Gradual painless enlargement of the tumour 
with a short history offers a better future than rapid, 
painful growth. Of 7,000 cases in the literature, in over 
a 100 the tumour occurred in testes of normal size or 
smaller, but the relationship to prognosis was not certain. 
Pain in the back and abdomen and a bloated, distended 
feeling after meals usually indicated retroperitoneal 
lymph-node involvement. 

Histologically, the seminoma group give the best prog- 
nosis, chorionepitheliomata the worst, and embryonic 
cases are intermediate. Except in cases of chorion- 
epithelioma all survival rates are improved by pre- and 
post-operative deep x-ray therapy. W. Skyrme Rees 


771. Prostatectomy by MHryntschak’s Technique: a 
Series of 100 Cases. (100 prostatectomies de Hrynt- 
schak) 

J. Foret and C. Maguinay. Journal d’urologie médicale 
et chirurgicale [J. Urol. méd. chir.| 58, 817-828, 1952. 
2 figs., 8 refs. 

Writing from the University of Liége, the authors 
review the results of 100 prostatectomies performed by 
Hryntschak’s technique, that is, transvesical prostatec- 
tomy, suture of the bladder neck to the prostatic cavity, 
and primary closure of the bladder. These cases were 
unselected, except that no case showing evidence of 
delayed excretion on intravenous urography was accepted 
for operation. After stating their view that the risk of 
osteitis pubis is reduced by this method, the authors 
describe the management of their cases, which included 
certain minor technical modifications. 

The results were classified as follows: 66 completely 
satisfactory within 10 days of operation; 10 cases satis- 
factory apart from minor complications unrelated to 
the operative technique; 5 cases apparently satisfactory 
on the 10th postoperative day, but with subsequent com- 
plications requiring further intervention; and 15 cases 


- neurogenic bladder. 


with suprapubic leakage of which 5 required suture. 
There were 4 deaths, 3 from cardiac causes and | from 
embolism. The authors refrain from making a com- 
parison with the results obtained with other operative 
techniques, their object being to present an unbiased 
account of treatment by the Hryntschak method. 

J. D. Fergusson 


772. WHyperchloremic 
ostomies 

A. D. MitcHett and W. L. VALK. Journal of Urology 
[J. Urol. (Baltimore)| 69, 82-95, Jan., 1953. 4 figs., 
23 refs. 


Acidosis of Uretero-sigmoid- — 


773. A Study of the Effects of Banthine on the Human 
Bladder 

J. Lapipes and A. Dopson. Journal of Urology [J. Urol. 
(Baltimore)] 69, 96-101, Jan., 1953. 4 figs., 6 refs. 


‘** Banthine ’’ (methantheline) bromide is a quaternary 
ammonium derivative which blocks impulses transmitted 
through parasympathetic nerves: it is of low toxicity 
and is effective when administered orally. An investiga- 
tion into the effects of the drug on the bladder was carried 
out at the University of Michigan Medical School, 
Ann Arbor, the subjects being 4 patients with normal 
and 14 with abnormal bladder function. Cystometry 
was first performed, and was repeated 10 minutes after 
100 to 150 mg. of banthine had been given intravenously, 
or 3 to 5 days after starting oral treatment with a dose of 
25 to 100 mg. 4 times daily. No change in bladder 
tonus, capacity, or sensation was detected in the subjects 
with normal bladder function, but 2 of them developed 
complete urinary retention 15 minutes after receiving 
150 mg. of banthine intravenously. 

In 10 cases of uninhibited neurogenic bladder due to 
pyramidal lesions, cystometry before the administration 
of banthine showed bladder tonus and sensation to be 
normal, but there were numerous uncontrolled voiding 
contractions. Banthine given by mouth abolished these 
uncontrolled contractions and increased the apparent 
capacity of the bladder without affecting tonus or sensa- 
tion, resulting in diminished frequency and disappearance 
of incontinence in all 10 cases, though partial urinary 
retention occurred in 2 elderly patients with prostatic 
hypertrophy. 

In 4 cases of reflex neurogenic bladder due to lesions 
of the spinal cord above the level of S2, 3, or 4 
(transverse myelitis) administration of banthine resulted 
in an increase in apparent bladder capacity and in residual 
urine, and a decrease in frequency of micturition. Jn one 
of these patients (who had received 150 mg. of banthine 
intravenously) there was complete disappearance of 
reflex contractions and complete urinary retention. No 
serious toxic effects were encountered, though some 
patients receiving oral medication complained of dryness 
of the mouth and those receiving 150 mg. intravenously 
developed blurring of vision as well. 

It is concluded that banthine in moderate doses is 
valuable in cases of uninhibited neurogenic bladder, 
while larger doses, in conjunction with distension of the 
bladder, may be efficacious in cases of spastic reflex 
Adrian V. Adams 
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774. Ovarian Agenesis or the Pterygium Syndrome 
P. SKJELBRED. Archives of Disease in Childhood [Arch. 
Dis. Childh.| 28, 8-13, Feb., 1953. 3 figs., 24 refs. 


The history and symptomatology of ovarian agenesis 
and the pterygium syndrome are surveyed. Their aetio- 
logy and pathogenesis are discussed. In view of the 
features which these two syndromes have plainly in 
common, it is argued that they should be regarded as 
different manifestations of the same syndrome. T:eat- 
ment and prognosis are reviewed. 

A report is given of a typical case, treated with stil- 
boestrol, progesterone and testosterone. Some of its 
symptoms are discussed. The term“ sexual infantilism ” 
is criticized.—[Author’s summary.] 


THYROID GLAND 


775. Simplified Method of Drug Treatment for Thyro- 
toxicosis Using a Uniform Dosage of Methylthiouracil and 
Added Thyroxine 

RUSSELL FRASER and M. WILKINSON. British Medical 
Journal | Brit. med. J.) 1, 481-484, Feb. 28, 1953. 12 refs. 


At the Postgraduate Medical School of London, 
32 patients with thyrotoxicosis have been treated with 
methylthiouracil and thyroxine, treatment being con- 
tinued for at least 9 months and the patient followed up 
for at least a further 12 months. A standard dosage of 
methylthiouracil and of thyroxine—SO mg. and 0-1 mg. 
respectively thrice daily—is recommended as giving 
adequate control in most cases. The dose of thyroxine 
was increased if goitrous enlargement was observed, and 
similarly that of methylthiouracil if control of the thyro- 
toxicosis was unsatisfactory. 

Six months or more after cessation of treatment 18 
patients were well and 14 had relapsed. Eye signs did 
not develop or, if present, did not become worse in any 
of the 32 patients during treatment. F. W. Chattaway 


776. The Urinary Excretion of Radioiodine as a Clini- 
cal Test of Thyroid Function 

RUSSELL FRASER, Q. J. G. Hosson, D. G. ARNOTT, 
and E. W. Emery. Quarterly Journal of Medicine 
[Quart. J. Med.) 22, 99-120, Jan., 1953. 7 figs., 15 refs. 


The authors, writing from the Postgraduate Medical 
School of London, describe a simple method for testing 
thyroid function by measuring the urinary excretion of 
radioactive iodine (1311). The method only entails col- 
lecting the patient’s urine over three stated periods after 
a dose of radioactive iodine has been given, and can be 
carried out easily on out-patients. Also, only small 
tracer doses of 13![ are required and the test is relatively 
independent of any but gross abnormalities of renal 
function. It was found to be very accurate in the 
diagnosis of hyperthyroidism, showing a high thyroid 
uptake of iodine in all of 83 confirmed cases of hyper- 


thyroidism, but it was not so accurate in diagnosing 
decreased thyroid function. 

In detail the test consists in the quantitative collection 
of urine in the three periods 0 to 8 hours, 8 to 24 hours, 
and 24 to 48 hours after a tracer dose of 10 microcuries 
of 1311 with 10 yg. of iodide carrier has been given by 
mouth. The index of thyroid uptake, T, is calculated 
thus: 


(°% of administered !3!I in 0-8 hours’ urine) x 100 
(% of 1311 in 8-24 hours’ urine) = (°% of 13!1 in 0-48 
hours’ urine) 

The value log T is probably a better index, since it 
seems to have an approximately normal distribution. 
The values for log T in normal subjects ranged from 
0-435 to 1-00, in hyperthyroidism from 1-086 to 2:581, 
and in true myxoedema from 0-100 to 1°816. The 
advantages of the method are its ease of application and 
the small dose of !3!I required; the disadvantages are 
the possibility of inaccurate urine collections and that 
the urinary excretion may be modified by renal or other 
non-thyroid factors, but in practice these objections have 
not been found to be serious. G. A. Smart 


ADRENAL GLAND 


777. Management of Certain Hyperfunctioning Lesions 
of the Adrenal Cortex and Meduila 

R. G. Spracue, W. F. Kvace, and J. T. PRIESTLEY. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 151, 629-639, Feb. 21, 1953. 2 figs., 11 refs. 


In this paper from the Mayo Clinic, Rochester, 
Minnesota, the authors summarize the essential clinical 
and biochemical features of Cushing’s syndrome caused 
by hyperfunction of the adrenal cortex. The difficulty 
of differentiating cases due to adrenal cortical hyperplasia 
from those due to tumour is emphasized. Because of 
this difficulty, if for no other reason, it is recommended 
that surgical exploration should always be carried out 
if the patient’s condition permits. Replacement therapy 
with cortisone, 200 mg. daily intramuscularly, is given for 
3 days before operation, and in diminishing doses for 
at least 6 days afterwards; fluids, including 1 litre of 
isotonic sodium chloride solution daily, are given intra- 
venously for 4 days postoperatively. Since this regimen 
was adopted, only one death has occurred in hospital in 
the authors’ series. 

Should exploration reveal a tumour in the exposed 
gland the tumour is removed, or if an atrophic gland is 
found the opposite adrenal is explored, with reasonable 
expectation that a tumour will be found there. If neither 
tumour nor atrophy is present, subtotal resection is per- 
formed on the first side and total adrenalectomy on the 
other. This last procedure, or a modification of it, 
has been carried out in 50 cases, and much information 
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is presented concerning the clinical and biochemical 
consequences. Of the 50 patients, 6 died in hospital 
within 10 weeks of operation (but 5 of these were among 
the first 13 treated); there were 3 deaths later, but 
operation was a probable factor in only one. Of the 
41 survivors, 40 have been in complete remission for 
periods of 3 months to 7 years, except for persistence of 
hypertension and osteoporosis in some cases. Some 
patients have required further operation because their 
initial response was incomplete or because of relapse. 
Replacement therapy with cortisone or with cortisone 
and deoxycortone is still being given to 20 patients. 

In conclusion the authors describe 25 cases treated 
surgically for phaeochromocytoma, in 14 of which hyper- 
tension was paroxysmal and in the remainder continuous. 
The predominant complaint was headache; faintness, 
giddiness, palpitation, sweating, thoracic or abdominal 
pain, vomiting, weakness, paroxysmal nocturnal dys- 
pnoea, vasomotor phenomena involving face or extremi- 
ties, loss of vision, and anxiety were also encountered. 
In those with paroxysmal hypertension, diagnosis was 
helped by the provocative histamine test, there being 
19 positive reactions in 20 tests, and in the others by 
the achievement of a reduction in blood pressure with 
piperoxan hydrochloride or ** regitine *’ (2-[N-p-tolyl-N- 
(m-hydroxyphenyl)-aminomethy]]- imidazoline). 
Essential points in the surgical management of these 
cases are discussed. All 14 patients with paroxysmal 
hypertension were relieved of symptoms, and none, so 
far as is known, has suffered a recurrence. Of the 
patients with continuous hypertension, 4 had malignant 
tumours, and 3 of these died. [The outcome in the 
remainder of this group is not made clear, but the 
authors’ summary states that ** results are gratifying in 
virtually all cases **.] H. McC. Giles 


778. The Effect of Androgenic Hormones upon the 
Adrenal Atrophy Produced by Cortisone Injections and 
upon the Anti-inflammatory Action of Cortisone 

C. A. Winter, H. L. and R. B. STEBBINs. 
Endocrinology [Endocrinology] 52, 123-134, Feb., 1953. 
2 figs., 12 refs. 


It has been shown that in the rat exogenous cortisone 
produces marked adrenal atrophy, together with loss of 
body weight and atrophy of the thymus. The authors, 
working at the Merck Research Institute, Rahway, New 
Jersey, have investigated the effect of the androgenic 
hormones, methyl testerone and methylandrostenediol 
(MAD), on this cortisone-produced atrophy. Adrenal 
atrophy was demonstrated by loss of weight in the gland 
as compared with controls, and histologically by reduction 
in size of the adrenal cortex and loss of lipoid substance. 
Their results showed that adrenal atrophy occurring 
during cortisone therapy was largely prevented by andro- 
genic hormones, if these were given concurrently. Loss 
of body weight and thymic atrophy, however, were not 
prevented. 

The adrenals of hypophysectomized rats undergo severe 
atrophy, and there is also loss of body weight. Cortisone 
and MAD when given separately are without effect on 
these changes, but when given simultaneously they restore 


the weight and histological appearance of the adrenal 
gland almost to normal. The effect of MAD was 
then assessed on the adrenal atrophy shown to occur 
after about 17 days’ treatment with cortisone. Recovery 
from this atrophy did not occur more quickly in animals 
treated with MAD than in untreated controls. 

Cortisone is well known to inhibit inflammatory re- 
action induced by chemical and mechanical irritants in 
the experimental animal. The authors’ observations 
indicate that the androgenic hormones have no effect 
on this inhibitory action of cortisone. Since the adrenal- 
sparing action of the androgenic hormones occurs in 
the hypophysectomized animal, its action is presumed 
not to be mediated through the pituitary stimulation of 
production of corticotrophin, but to be a direct one. 
It is of interest to note that MAD was effective only in 
conjunction with cortisone. 

[Since adrenal atrophy is not a necessary sequel of 
cortisone therapy in the human patient, the clinical 
application of this work is not at the moment apparent.] 

J. N. Harris-Jones 


779. D.D.D. Therapy in Cushing’s Syndrome 
H. L. SHEEHAN, V. K. Summers, and J. NicHo.s. Lancet 
[Lancet] 1, 312-314, Feb. 14, 1953. 1 fig., 6 refs. 


In view of the fact that “* D.D.D.”’ (2:2-bis-(para- 
chlorophenyl)-1:1-dichloroethane) will produce atrophy 
of the adrenal cortex in dogs when administered by mouth 
in a dosage of 20 to 50 mg. per kg. body weight, the 
authors treated with this drug a woman of 27 suffering 
from Cushing’s syndrome. She received 3 courses of 
treatment, the drug being dissolved in oil and given 
by mouth. The first course lasted 18 days, the daily 
dose being equivalent to 13-3 mg. per kg. Following 
an observation period of 39 days, a second course of 
34-6 mg. per kg. per day was given for 30 days. The 
third course was begun 72 days later, the patient receiving 
63-1 mg. per kg. daily. This last course produced toxic 
symptoms (headache, giddiness, nausea, and vomiting) 
which persisted in spite of the dose being reduced to 
15-8 mg. per kg. Withdrawal was followed by recovery 
in 2 days. In all, the patient received 127 g. of D.D.D. 

No recognizable clinical, biochemical, or histological 
response was obtained in this case, although biopsy of 
fat and adrenal gland showed that the drug was taken 
up by these tissues in amounts comparable to those 
found in the dog. Norval Taylor 


DIABETES 


780. Effect of Isoniazid on Carbohydrate Metabolism in 
Controls and Diabetics 

G. R. W. N. Luntz.and S. G. Smitu. British Medical 
Journal { Brit. med. J.] 1, 296-299, Feb. 7, 1953. 17 refs. 


In a study at the Birmingham Chest Clinic the 
effect of isonicotinic acid hydrazide (isoniazid) on carbo- 
hydrate metabolism 2 groups of tuberculous patients 
were used—one group consisting of 6 diabetics and the 
other of 6 non-diabetic patients to serve as controls. 
It was found that isoniazid increased the fasting blood 
sugar level, and also increased and prolonged the rise 
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in blood sugar level occurring after the oral administra- 
tion of glucose. This effect was more pronounced in 
patients already diabetic, but was also demonstrable in 
non-diabetic patients. It was established that isoniazid 
could not of itself have been responsible for the increase 
in the reducing activity of the blood which occurred. 
The reducing substance excreted in the urine was identi- 
fied as glucose by chromatography. 

It appears from this study that isoniazid does have an 
effect on carbohydrate metabolism. A possible mechan- 
ism is tentatively suggested, based on the impairment of 
glucose tolerance known to occur in beriberi and the 
known action of isoniazid in inducing vitamin deficiency. 
It is considered that the effect is sufficient to influence the 
control of diabetes in patients taking isoniazid, and that 
such patients may in consequence require a higher 
dosage of insulin. D. A. K. Black 


781. The Quantitative Measurement of Vibratory Per- 
ception in Subjects with and without Diabetes Mellitus 

I. A. Mirsky, P. FuTrerMAN, and R. H. BROH-KAHN. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.| 41, 221-235, Feb., 1953. 8 figs., 35 refs. 


Diminished appreciation of vibration from a tuning 
fork has long been established as a cardinal sign of 
diabetic neuropathy. More recently, with the introduc- 
tion of methods capable of giving a quantitative measure 
of the acuity of vibratory perception, it has been stated 
that some degree of impairment exists in a high propor- 
tion of patients with diabetes. Since acuity of perception 
diminishes with advancing age in non-diabetic persons, 
the significance of such findings in diabetes can be 
evaluated only by comparison with observations made 
by the same method on a carefully selected control group 
of non-diabetic persons, and the present paper describes 
an investigation carried out at the Jewish Hospital, 
Cincinnati, in which vibration sense was measured in 
both diabetic and non-diabetic subjects by a quantitative 
method. The apparatus used consisted of an electro- 
magnetic vibrator with a rubber end-piece for application 
to the skin. The frequency was 120 per second and the 
amplitude of the vibrations was directly proportional to 
the square of the voltage of the electric current supplied 
to the vibrator. In practice, the strength of ihe current 
was gradually increased by means of a variable trans- 
former from zero up to the point at which the subject 
first became able to perceive the vibration, the threshoid 
amplitude of vibration being expressed as the square of 
the voltage at this point. 

The threshold for the perception of vibration was 
measured in 102 patients with diabetes mellitus and 136 
subjects who did not have diabetes. Care was taken to 
exclude patients with any other disorder known to be 
capable of interfering with vibration sense. The two 
groups were statistically comparable with respect to 
distribution by age. Two sites were chosen for vibration 


tests, one on the palmar surface of the index finger and 
the other on the plantar surface of the great toe. 

In both groups the acuity of vibratory perception was 
found to be symmetrical, there being no significant dif- 
A highly signifi- 


ference between the right and left sides. 
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cant difference in acuity of perception was observed, 
however, between the upper and lower extremities, the 
threshold in both groups being higher in the toes than in 
the fingers. There was no notable difference between 
the findings in men and women. The threshold for 
vibratory perception was found to increase in linear 
relationship with advancing age and at the same rate in 
the two groups. At any given age, however, impairment 
of perception was much more advanced in diabetic 
patients than in non-diabetic subjects, the mean threshold 
in the former being about the same as that of non- 
diabetics 20 years older. The degree of impairment of 
vibration perception did not seem to bear any relation 
to the duration of the diabetes nor to its severity as 
estimated by the daily insulin requirement. Further 
support is thus lent to the view that the syndrome of 
diabetes in man comprises two independent components, 
one resulting in insulin insufficiency and the other in 
premature nervous and vascular degeneration. 
K. O. Black 


782. Observations on the Newborn Infants of Diabetic 
Mothers. (Beobachtungen an Neugeborenen diabeti- 
scher Miitter) 
A. Masewski. Geburtshilfe und Frauenheilkunde 
[Geburtsh. u. Frauenheilk.| 13, 25-34, Jan., 1953. 
5 figs., 8 refs. 


This is an analysis, from the University Gynaecological 
Clinic, Halle, of 41 pregnancies of diabetic mothers in 
which 22 of the infants survived and 19 died. Delivery 
was by Caesarean section in 14 of the surviving group 
and in 6 of the other group, 8 and 13 infants respectively 
being delivered spontaneously. From the 32nd week of 
pregnancy onwards, periods of tachycardia in the foetus 
with pulse rates of 160 to 200 beats per minute were not 
uncommon, the attack in one case lasting for several 
days. it is suggested that subnormal diffusibility of the 
placenta with ensuing asphyxia was the cause. 

The newborn child of a diabetic mother is often 
suffering from spontaneous hypoglycaemia, but usually 
there is no danger of hypoglycaemic shock after the 
third day, as by then the excessive demands on the foetal 
islet system of the pancreas have usually ceased. In 
the author’s cases, in addition to the routine feeding, 
dextrose was given 3-hourly by injection for 3 days. 
Some of the children died from intractable asphyxia 
within the first 24 hours although no organic cause could 
be found. All the new-born children under review were 
slow in regaining their birth weight, the average time 
being 3 weeks, the maximum 6 weeks, and they seemed 
more prone to infection than normal children. The author 
concludes that the chances of survival of children 
born before the 36th week and whose length is 49 cm. 
(20 in.) or less, are low. Nevertheless, normal length or 
length above. normal in relation to the duration of the 
pregnancy is not correlated with general development or 
state of maturity. It is suggested that maternal diabetes 
predominantly of pituitary origin may account for the 
abnormal length of the foetus. Radiological control of 
the rate of growth during the last 6 weeks of pregnancy 
is recommended. L. H. Worth 
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783. The Treatment of Rheumatism with ‘‘ Butazo- 
lidin ’’ (Phenylbutazone). (Rheumatherapie mit Buta- 
zolidin) 

H. K. VON RECHENBERG. Schweizerische medizinische 
Wochenschrift [Schweiz. med. Wschr.| 83, 159-164, Feb. 
14, 1953. 4 figs., 12 refs. 


At the Cantonal Hospital, St. Gallen, Switzerland, the 
author has used “ butazolidin’’ (phenylbutazone) in 
the treatment of 125 cases of various “* rheumatic ” 
affections, such as acute polyarthritis, subacute and 
chronic polyarthritis, osteoarthritis, arthraigias of other 
kinds, periarthritis, lumbago, sciatica, and trigeminal 
and other neuralgias. A high proportion of these 
patients were benefited by this treatment; the improve- 
ment in cases of acute polyarthritis was the most dramatic, 
12 of 15 cases showing marked improvement and 3 
showing considerable improvement. In the whole series 
23 patients were greatly improved, 55 moderately 
improved, 30 slightly improved, and 17 derived ho 
benefit. 

Antipyretic and antiphlogistic effects were found to be 
more marked than the analgesic activity of the drug. 
Butazolidin alone, the author concludes, is as good an 
antirheumatic agent as either dipyrin or irgapyrin 
and in addition the well-known toxic effects of the pyra- 
zole bodies occurred more rarely than with the other two 
drugs. In particular, no evidence of agranulocytosis 
occurred in the 125 cases treated. The recommended 
dosage is 2 tablets of 0-25 g. each 3 times a day, reduced 
after a few days to one tablet 3 times a day for 1 or 2 
weeks. Treatment can also be given per rectum, and 
the dosage then is one suppository of 0-25 g. twice daily, 
later reduced to one suppository daily for another week. 

Marianna Clark 


784. ‘* Butazolidin’’ in Rheumatic Disorders. (La 
butazolidine dans les affections rhumatismales) 

S. pE Séze and J. LEveRNIEUX. Revue du rhumatisme et 
des maladies ostéo-articulaires [Rev. Rhum.] 20, 6-13, 
Jan., 1953. 


The authors describe the treatment of 150 cases 
of various rheumatic disorders by the intravenous or 
intramuscular injection of ‘* butazolidin’’ (phenyl- 
butazone). They found that the best results were 
obtained in cases of gout and ankylosing spondylitis. 


Cases of rheumatoid arthritis in men responded well, but - 


the drug was less effective in women. In cases of low 
back pain, periarthritis of the shoulder, brachial neu- 
ralgia, and similar conditions the results of treatment 
varied considerably, but it was effective in some cases. 
The authors consider that phenylbutazone was more 
effective intravenously than when given intramuscularly, 
and found that very slow injection with the addition of 
0-5 ml. of heparin helped to prevent thrombosis of the 
vein. Intramuscular injection was painful and some- 
times led to abscess formation. It is stressed that 


phenylbutazone does not replace cortisone or ACTH in 
any way, but is effective in relieving pain in a number of 
conditions. It is suggested that the drug is more than 
an analgesic, since during its administration joint 
swelling subsided and range of movement was increased. 
Kathleen M. Lawther 


785. Tissue Therapy in Rheumatology. (La_théra- 
peutique tissulaire en rhumatologie. (Implantation 
d’amnios et injections d’extraits placentaires.) Résultats 
de nos premiers essais) 

S. pE Séze, J. Durteu, and J. C. Caruier. Bulletins et 
mémoires de la Société médicale des hépitaux de Paris 
[Bull. Soc. méd. Hop. Paris] 69, 152-156, Feb. 13, 1953. 


The therapeutic use of preserved tissue grafts is based 
on the work of Filatov and other ophthalmologists. 
Although the effect of such grafts is non-specific, the 
authors decided to try them at the H6pital Lariboisiére, 
Paris, in the treatment of rheumatic affections such as 
rheumatoid and osteo-arthritis and ankylosing spondy- 
litis. Experience soon showed the superiority of im- 
plants of amniotic tissue over placental tissue. Inserts 
were made at intervals of 2 weeks, generally in the sub- 
cutaneous tissue of the thigh but occasionally in the 
region of the affected joint; 6 inserts in all were made, 
the course of treatment thus lasting 3 months. In addi- 
tion, placental extract was given by injection or as a 
suppository on alternate days. 

Altogether, 31 cases were treated and 210 implants 
made; abscess formation, with extrusion of the implant, 
occurred on only one occasion. All patients appeared 
to benefit from the treatment, but improvement was also 
noted in non-rheumatic affections such as chronic vari- 
cose ulceration and arteritis. The universal nature of 
the remedy must inevitably raise doubts about its value, 
but the authors are prepared to accept its possibilities as 
a‘ biostimulant **. Nevertheless, in their view it cannot 
replace older remedies, such as gold or hormones, though 
it may be of value in conjunction with them. But in 
such a combination, as the authors remark, it would be 
even more difficult to determine the precise part played 
by these implants. D. Preiskel 


RHEUMATOID ARTHRITIS 


786. Familial Rheumatoid Arthritis. (Arthrite rhu- 
matismale familiale) 

R. M. StecHer and A. H. HersH. Journal de génétique 
humaine {J. Génét. hum.] 1, 191-200, Dec., 1952. 4 figs. 


The pedigree is presented of a family in which 3 women 
—2 cousins and an aunt—had rheumatoid arthritis. 
The fathers of the affected cousins were brothers of the 
affected aunt. The propositus had 2 sisters and a 
brother who survived to adult life and were all normal; 
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her cousin had one normal brother, and her aunt had 
2 sisters and 2 brothers, all unaffected. Full histories 
and clinical details of the condition in the 2 cousins, 
both of whom were examined by the authors at the City 
Hospital, Cleveland, Ohio, are given. The onset was at 
the ages of 29 and 28 years respectively, and was more 
insidious in the index case than in the other; both had 
severe pain, swelling, deformity, and eventually rigidity 
of the joints, with systemic symptoms and an elevated 
erythrocyte sedimentation rate. The aunt had already 
died, but from the nature of information elicited from 
the family and medical records she had evidently suf- 
fered from a similar type of severe chronic rheumatoid 
arthritis leading to complete immobilization. The 3 
affected individuals were stated to have lived in completely 
different environments. 

The authors refer to another, unpublished, study which, 
they state, shows a familial pattern of rheumatoid arthritis 
to be consistent with transmission as an irregular domi- 
nant gene with 50°, penetrance. It is suggested that the 
present work supports the hypothesis that a form of 
rheumatoid arthritis may be transmitted as a dominant 
gene with partially or completely sex-limited manifesta- 
tion. R. H. Cawley 


787. Lymph Nodes in Rheumatoid Arthritis 

A. G. MOTULSKY, S. WEINBERG, O. SAPHIR, and E. ROSEN- 
BERG. Archives of Internal Medicine [Arch. intern. Med.] 
90, 660-676, Nov., 1952. 5 figs., 33 refs. 


Because examination of lymph-node biopsy specimens 
from patients with rheumatoid arthritis occasionally 
revealed lesions thought to resemble giant follicular 
hyperplasia (Brill-Symmers disease), lymphosarcoma, or 
Hodgkin’s disease, a study of the appearances of enlarged 
lymph nodes in 9 patients with rheumatoid arthritis was 
undertaken at the Michael Reese Hospital, Chicago. 
In 6 patients there were features interpreted initially as 
indicating giant follicular hyperplasia, early lympho- 
sarcoma, or Hodgkin’s disease: in another patient there 
was complicating infectious mononucleosis, and at a 
later date pyoderma. X-ray therapy had been given to 
6 patients and nitrogen-mustard treatment to another, 
resulting in some little improvement in the arthritis for 
a short time and decrease in size of lymph nodes. Ina 
review of the cases, fusion of follicles was found in 4, 
compression of lymphatic sinuses in 6, infiltration of 
capsule with lymphocytes in 6, and follicular hyperplasia 
in 8. 

It was finally decided that all the specimens examined 
showed a reactive hyperplasia. Histologically, the dif- 
ferential diagnosis between reactive hyperplasia and Brill— 
Symmers disease rests upon the generalized distribution of 
follicles and their large size and increased number in the 
latter disease. There is also compression of the sinuses 
and of the interfollicular tissues, but phagocytosis and 
proliferation of reticulo-endothelial cells are absent. 

There follows a general review of the literature dealing 
with lymph-node changes in rheumatoid arthritis, with 
particular reference to hyperplastic conditions, and this, 
together with their own cases, leads the authors to suggest 
that a wider knowledge of this spurious **lymphomatous”’ 
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picture would lead toless distress for the patient, both 
with regard to the prognosis he is given and the irradiation 
treatment he undergoes. E. G. L. Bywaters 


788. Preliminary Results of the Prolonged Treatment 
of Rheumatoid Arthritis with ACTH and Cortisone. 
(Forelobige resultater af langtidsbehandling af rheu- 
matoid arthritis med ACTH og cortison) 

H. BRATLUND and C. Ho.ten. Ugeskrift for Leger 
[Ugeskr. Leg.] 115, 197-203, Feb. 5, 1953. 7 refs. 


At Aarhus Communal Hospital 12 male and 28 female 
patients suffering from active rheumatoid arthritis (in- 
cluding 4 cases of ankylosing spondylitis) were treated 
with ACTH (usually 60 mg. daily) until remission was 
obtained, after which they were maintained on cortisone. 
They were all assessed in hospital before treatment was 
begun, and were observed while on maintenance doses of 
cortisone for 3 to 12 months. 

In 20 cases the result was “ excellent ”’ (practically 
symptom-free): in 13, including some of long standing, 
it was “* good’ (symptoms greatly improved); in 5 it 
was “ fair’, and in 2 it was “poor”. Of the 40 
patients, 29 were able to resume work after discharge 
from hospital, whereas, only 7 had been able to work 
before admission; 26 were still at work at the time of 
reporting [but it is not clear how long they had been 
at work]. A striking feature of the series was the fact 
that all the 7 unsatisfactory responses occurred among 
the 23 females of menopausal age or older. No notable 
side-effects were encountered. A _ curiosity perhaps 
worth mentioning is that a 39-year-old woman with a 
long rheumatoid history reported that her hair, which 
had turned grey at the age of 15, regained its original 
colour during treatment. B. Nordin 


789. The Prolonged Treatment of Rheumatoid Arthritis 
with ACTH and Cortisone. (Langtidsbehandling af poly- 
arthritis chronica med ACTH og cortison) 

F. FiscHeER and K. BROCHNER-MoRTENSEN.- Ugeskrift 
for Leger (Ugeskr. Leg.| 115, 203-210, Feb. 5, 1953. 
14 refs. 


At the Rigshospitalet, Copenhagen, 51 cases of rheu- 
matoid arthritis treated with widely varying doses of 
ACTH (corticotrophin) and cortisone for 1 to 28 
months (20 for over 6 months and 3 for more than 2 
years) were studied. In 46 there was an immediate 
clinical response to ACTH associated with a rise of 
more than 50°% in the 17-ketosteroid excretion; in 4 
cases there was no response and no significant rise in 
this excretion: and in one, the clinical response was poor 
despite a sharp rise in steroid output. Altogether 37 
patients responded “favourably” to the treatment, 
and 24 were able to return to work. Only 4 patients 
were left completely disabled, as against 11 who had 
been so before treatment began. The authors give a 
list of side-effects ranging from ‘* dyspepsia *’ to hypo- 
kalaemia, but they do not attach great weight to them; 
there were no serious or fatal complications. 

[The series as a whole is too heterogeneous to yield any 
very valuable information.] B. Nordin 
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790. The Treatment of Acute Hypotensive States with 
L-Norepinephrine 

W.R. Livesay and D. W. CHAPMAN. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 225, 159-171, 
Feb., 1953. 2 figs., 46 refs. 


A total of 22 patients suffering from profound shock 
following pulmonary embolism or myocardial infarction 
were treated at the Jefferson Davis Hospital (Baylor 
University), Houston, Texas, by intravenous drip in- 
fusion of noradrenaline. A definite pressor response 
raising the blood pressure out of the shock range was 
obtained in all but 2 cases; details of all the cases are 
given inatable. In 4 of the patients a significant pressor 
effect was obtained, but death occurred later from other 
causes, and a further 9 patients died in spite of the blood 
pressure being restored to a normal level. It is noted 
that only one out of 6 patients with acute myocardial 
infarction survived in spite of a satisfactorily maintained 
pressor effect in 5 of them. In the 7 surviving patients 
infusion of the drug was maintained for periods ranging 
from 4 to 74 hours, until the patient was able to 
maintain an ‘adequate blood pressure without the aid of 
the drug. It is considered that the administration of 
noradrenaline was the most important single factor in 
saving the patient’s life in these cases. 

In addition to the cases described, the authors suggest 
that noradrenaline may also be of help in patients with 
severe hypotension or coronary arterial disease by pre- 
venting dangerous falling-off in the blood pressure during 
surgery, in any condition where sudden massive haemor- 
rhage may occur, in cardiac surgery, and following the 
use of any of the hypotensive drugs, including hexa- 
methonium. The method has the advantage that the 
blood pressure can be readily controlled by regulation 
of the rate of drip. In most of the cases reported above 
the infusion consisted of 4 mg. of 1 in 1,000 noradrenaline 
in 1,000 ml. of 5°, glucose solution. G. B. West 


791. Release of Anticoagulant during Shock of Experi- 
mental Meconium Embolism 

C. L. SCHNEIDER. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec.] 65, 245-256, Feb., 
1953. 1 fig., 30 refs. 


In experiments carried out at Wayne University 
College of Medicine, Detroit, it was found that when 
shock was induced in animals by experimental meconium 
embolism the coagulability of the blood decreased, the 
increase in the coagulation time being proportional 
to the severity of the shock. A varying degree of 
(nhrombocytopenia insufficient to cause the clotting defect 
accompanied these changes, but the plasma levels of 
brinogen, prothrombin, and “* Factor V were normal. 
A powerful heparin-like anticoagulant was found in the 


circulating blood: the antithrombin activity of the plasma 
was unusually high but could be reduced by dilution or 
by the addition of protamine sulphate. Reference to 
the results obtained by other workers suggested that with 
the amounts of protamine sulphate required the anti- 
coagulant concentrations corresponded approximately to 
0-01 to 0-06 mg. of heparin per ml. of blood. - 
The author discusses his findings in relation to hypo- 
coagulability of the blood in amniotic-fluid embolism 
in man. A. Brown 


792. The Treatment of Burns with ACTH and Cortisone. 
(Die Verbrennungsbehandlung mit ACTH und Cortison) 
J. REHN and M. J. Wuitetaw. Archiv fiir klinische 
Chirurgie [Arch, klin. Chir.] 274, 175-189, 1953. 7 figs., 
8 refs. 


The authors discuss the treatment of burns with ACTH 
(corticotrophin) and cortisone and consider that this is 
one of the most worth-while fields for the application of 
modern endocrine therapy. 

From the results obtained from such treatment, using 
ACTH in 10 milder cases and ACTH combined with 
cortisone in 3 severe cases of burns at the University 
Surgical Clinic, Freiburg-im-Breisgau, they conclude that 
this treatment: (1) minimizes initial shock; (2) lessens 
the protein imbalance that invariably accompanies severe 
burns; (3) promotes rapid epithelization; (4) helps, 
when combined with antibiotics, to combat infection; 
and (5) minimizes keloid and contracted scar formation. 
The main danger seems to be in the increased risk of 
embolism due to a rise in the platelet count. The 
ACTH is administered intravenously in doses of 10 to 
15 mg. three times daily, or if given intramuscularly this 
dose should be increased threefold. It is convenient 
to keep a continuous slow transfusion of normal saline 
running, both to combat the chloride loss and to make 
intravenous ACTH therapy easier. Cortisone can be 
given in tablet form or intramuscularly; the dosage is 
200 to 300 mg. per day. Elliot E. Philipp 


" BONE AND JOINT DISORDERS 


793. Non-traumatic Dislocations of the Cervical Spine. 
(Les dislocations non traumatiques de la colonne cer- 
vicale) 

F. Ba:ver and P. HENNEBERT. Revue de chirurgie ortho- 
pédique [Rev. Chir. orthop.] 39, 24-69, Jan.—March, 1953. 
20 figs., bibliography. 

The authors present a very detailed analysis of 113 
cases of non-traumatic dislocation of the cervical spine 
collected from the literature with 6 personal cases seen in 
the Surgical Department, University of Louvain, since 
1933; lesions due primarily to pyogenic, tuberculous, or 
syphilitic infections of bone were excluded. 
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Aetiologically, the dislocations are most commonly 
associated with infections in the adjacent tissues leading 
to bony or ligamentous changes by vascular or lymphatic 
spread. Hyperaemic decalcification of bone is occasion- 
ally a prominent feature, while congenital vertebral 
abnormalities, or rheumatoid or osteo-arthritic lesions, 
may also play an important part. Diagnosis is usually 
easy, but should be confirmed by radiography and tomo- 
graphy. The joint most commonly affected is the 
atlanto-axial articulation; occasionally more than one 
vertebra is involved. Nerve lesions, either bulbar or 
medullary palsies or occipital neuralgia, are common. 
Spontaneous replacement of the dislocated bones may 
occur. Surgical intervention is rarely necessary, and 
reduction may be achieved either by manipulation under 
anaesthesia or by continued extension. Good results 
were reported in over half the cases, and reasonably good 
in a further 20%: they were not satisfactory in 20°,. 
The mortality in the 119 cases reviewed was 7°5°%. 

Peter Ring 


794. The Treatment of Acute Osteomyelitis. Studies 
of Penicillin Concentration in the Bone Marrow. (Be- 
handlung der akuten Osteomyelitis. Untersuchungen 
iiber den Penicillinspiegel im Knochenmark) 

E.Jucu. Archiv fiir klinische Chirurgie [Arch. klin. Chir.] 
274, 107-112, 1953. 39 refs. 


In this paper the author discusses the control of acute 
osteomyelitis since the introduction of penicillin. He 
states that the progression of acute to chronic osteo- 
_ myelitis is still often seen in spite of chemotherapy. He 
has made comparative studies concerning the penicillin 
level in human bone marrow and blood serum, and has 
come to the conclusion that the antibiotic level in the 
bone marrow is always lower than that in the blood 
stream, and that the results of these investigations prove 
the inadvisability of taking the penicillin level in the blood 
stream as a criterion of the bacteriostatic effect of the 
antibiotic in patients suffering from haematogenous 
osteomyelitis. 

To obtain a definite effect from penicillin in the bone 
marrow it is necessary either to increase the dose of 
penicillin or to instil the antibiotic directly into the bone 
cavity. Leon Gillis 


795. The Treatment of 100 Cases of Acute Haemato- 
genous Osteomyelitis with Penicillin. (Die Behandlung 
von 100 Fallen akuter himatogener Osteomyelitis mit 
Penicillin) 

H. Wask6OniG. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.] 78, 327-330, March 6, 1953. 
1 fig., 28 refs. 


The author reports his results in a series of 100 cases 
of haematogenous osteomyelitis treated at Kiel Uni- 
versity Hospital with early and continued doses of 900,000 
to 2,000,000 units of penicillin per day. No patient died, 
and recurrences occurred only in cases in which treatment 
had been started too late or with too low a dose. Peni- 
cillin was given both systemically and locally, aspiration 
of early abscesses and of joint effusion (in 22 cases) was 
found to be helpful, but incision was not employed. A 


comparison is made of these results with those in a series 
of 1,300 cases treated at the same clinic before the advent 
of penicillin. In that series the fatality rate was about 
10°, and sequestration and recurrence occurred in 80°%, 
whereas in the more recent series sequestration or recur- 
rence was found in only 31°, and the mortality was nil. 
The affected limb was immobilized in plaster with a 
window over the site of infection. Determination of 
the erythrocyte sedimentation rate was found to be a 
useful indication of the rate of recovery. . 
L. Michaelis 


796. Coccidioidomycosis of Bone in Children 

J. Dykes, J. K. SEGESMAN, and J. W. BirSNER. American 
Journal of Diseases of Children [Amer. J. Dis. Child.] 85, 
34-42, Jan., 1953. 7 figs., 3 refs. 


Twenty-six cases of coccidioidomycosis of bone in 
children are presented. The lesion is osteolytic in type, 
similar to that found in adults, and may occur as a single 
lesion or multiple lesions. It may or may not have an 
accompanying pulmonary lesion or cutaneous abcess. 
As a rule, the process is chronic, with relatively good 
prognosis for eventual recovery. Parenchymal infiltra- 
tion of the lung frequently precedes the bone lesion, and 
at the time of osseous coccidioidomycosis there may be 
only residual pulmonary adenopathy. In endemic 
areas the lesion is not uncommon, and elsewhere it may 
occur frequently enough that coccidioidomycosis should 
be considered when there are osteolytic lesions in 
children. An appropriate travel and previous residence 
history may suggest this diagnosis.—[Authors’ summary.] 


797. Typhoid Osteitis in Infancy 
H. JACKSON, I. S. N. JAvett, and P. KUSHLICK. 
Archives of Disease in Childhood {Arch. Dis. Childh.} 28, 
19-23, Feb., 1953. 7 figs., 7 refs. 


798. Trigger Thumb in Infants 

J. W. Wuite and W. E. Jensen. American Journal of 
Diseases of Children [Amer. J. Dis. Chiid.] 85, 141-145, 
Feb., 1953. 3 figs., 6 refs. 


In this paper are reported 9 instances of trigger thumb 
found in 7 infants and children at Shriners’ Hospital for 
Crippled Children, Honolulu. According to the authors, 
the condition is not progressive, and to support this state- 
ment they cite a case in a woman of 24 who had had the 
lesion since the age of 4 years. The causative factor, 
they say, is not known. The disability may be mis- 
diagnosed as a congenital contracture of the thumb. 
In adults involvement of the thumb is rare, but trigger 
finger is frequently seen, being nearly always associated 
with trauma. For trauma to be the precipitating factor 
in children, however, some abnormality in the tendon 
mechanism must already exist. 

Clinically, in these cases, a lump can be felt at the site 
of the constriction over the anterior aspect of the meta- 
carpo-phaiangeal joint; at operation a thickening of the 
tendon proximal to the constriction sheath is found. 
Treatment, which the authors claim is always successful, 
consists in cutting the constriction in the tendon sheath. 

K. H. Pridie 
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799. Nylon Prosthesis in Lesions of the Shoulder, 
Elbow and Finger 

W. R. MAcAusLAND. American Journal of Surgery 
| Amer. J. Surg.] 85, 164-173, Feb., 1953. 15 figs., 10 refs. 


The author refers to the difficulty of regaining shoulder 
movement after a comminuted fracture of the upper end 
of the humerus, and describes 2 cases in which a pros- 
thesis was used to replace the excised humeral head. In 
the first case a Judet acrylic femoral head was employed, 
but in the second a model of the humerai head was made 
of nylon, with provision for attachment of the musculo- 
tendineous cuff and tendons, and was inserted into the 
upperend of the humerus. The results were encouraging, 
and in another case a similar appliance was used to re- 
place the lower end of the humerus, with an excellent 
result. A good result was also obtained by replacement 
of the head of the metacarpal of the index finger with a 
nylon prosthesis. Dennis Walker 


800. Plastic Reconstruction of the Hip with Nylon 

R. CHARRY. Journal of the International College of 
Surgeons [J. int. Coll. Surg.) 19, 1-24, Jan., 1953. 
27 figs. 


A technique of arthroplasty is described in which, after 
remodelling of the femoral head and acetabulum has 
been carried out, the head is closely invested with a 
nylon film 0-5 mm. in thickness. It is claimed that the 
operation is suitable for many varieties of degenerative 
hip disease, and particularly for the late arthritis of con- 
genital subluxation, where a simultaneous shelf operation 
is often advisable. A. David Le Vay 


PHYSIOTHERAPY 


801. Effect of Electrical Stimulation upon Blood Flow 
and Temperature of Skeletal Muscle 

B. F. RANDALL, C. J. IMic, and H. M. Hines. American 
Journal of Physical Medicine {Amer. J. phys. Med.} 32, 
22-26, Feb., 1953. 1 fig., 5 refs. 


Electrical stimulation of the muscles is now being 
extensively used to treat cases of spinal-cord injury and 
poliomyelitis, and this prompted the authors, at the State 
University of Iowa, to investigate the effects of this treat- 
ment on blood flow and muscle temperature. Their 
method was as follows. 

A cannula was inserted into the lower part of the 
femoral artery in anaesthetized dogs and the blood flow 
to the hind limb measured by an electromagnetic flow 
meter. To record the temperature a hypodermic needle 
containing a thermocouple was inserted into the gastro- 
cnemius muscle, the results being read on a Leeds— 
Northrup potentiometer. Three different patterns of 
electrical stimulation were given from a commercial 
apparatus—a pulsed stimulus, a slowly surged current, 
and a tetanic stimulus—each type of stimulus being 
applied for periods of 30, 60, and 120 seconds. The 
muscle temperature was recorded before and imme- 
diately after stimulation, again one minute later, and 
then at 5-minute intervals. The blood flow was measured 
continuously before, during, and after stimulation. 


The results show that all types of electrical stimuli 
produced a marked increase in the volume of blood flow, 
this being greater after prolonged stimulation. The 
increase in flow occurred during stimulation, but a 
further increase was noted immediately after cessation of 
all types of stimulation. A return to control values 
occurred within 4 minutes after giving pulsed stimuli of 
all durations, but following application of surged currents 
of 30 and 60 seconds’ duration and the 30-second tetanic 
stimulation the increase in blood flew was still significant 
at 4 minutes; after stimulation of longer duration the 
increase lasted for 9 or 10 minutes. 

The post-stimulation increase in blood flow suggests 
that the intramuscular vessels are decompressed during 
treatment. Evidence of compression during stimulation 
is supported by the alternate increase and decrease in 
biood fiow occurring during stimulation by the surged 
current. It seems unlikely that direct activation of the 
vasodilator nerves of the blood vessels could account for 
such changes. 

The muscle temperature showed an increase of 0-4’ 
to 0-7 C. following stimulation of all types for 30 
seconds, and of 0-°9° to 1-1°C. following the longer 
periods of stimulation, returning to normal values within 
10 minutes. This increase in muscle temperature was 
small and could not be heid to account for the changes 
in blood flow, it having been shown experimentally that 
a rise in muscle temperature of 5° or 6 C. is necessary 
in order to produce a significant increase in the blood 
flow. 

The authors suggest that this increase in blood flow is 
a result of the vasodilator effect of metabolites produced 
during muscle contraction, which itself varies in amount 
with the different patterns of electrical stimulation. 
They point out that in order to be beneficial this increase 
in blood flow must exceed the metabolic demands of in- 
duced muscular activity; they therefore suggest that the 
effects of electrical stimulation on carbon dioxide and 
oxygen tension in the muscles should be studied. 

J. B. Millard 


802. Ultrasound Therapy of Painful Post-operative 
Neurofibromas 
I. TEPPERBERG and E. J. MARJEY. American Journal of 
Physical Medicine [Amer. J: phys. Med.] 32, 27-30, Feb., 
1953. 3 refs. 


In this paper from the New York Regional Office of 
the Veterans Administration the authors present a pre- 
liminary report of the results of ultrasound therapy given 
to 5 patients suffering from painful neurofibroma, arising 
in an amputation stump in 4 and in a shoulder scar in 
the fifth. Treatment was given by means of a machine 
having a continuous or pulsed output of 0-5 to 3-0 watts 
per square centimetre, with an applicator surface of 5 
square centimetres and a frequency of 1,000,000 per 
second. 

The history, findings, and exact treatment dosage are 
given for each case, with brief comments on the results. 
In 2 of the cases there was complete freedom from pain 
and in 2 others partial freedom; in the fifth case, in 
which the pain was of the phantom type, no relief was 
obtained. J. B. Millard 


Neurology and Neurosurgery 


803. Surgical Treatment of Intractable Phantom-Limb 
Pain 

M.A. Facconer. British Medical Journal | Brit. med. J.] 
1, 299-304, Feb. 7, 1953. 2 figs., 36 refs. 


The author reviews the results of antero-lateral chordo- 
tomy performed at the Guy’s—Maudsley Neurosurgical 
Unit, London, in 12 cases of pain in a phantom limb 
after simpler measures had failed to give relief. Six 
patients with painful upper-limb phantoms were sub- 
jected to chordotomy between the Ist and 2nd cervical 
roots—the operation being performed under local anal- 
gesia in order that the level of analgesia might be checked 
during operation: in 2 of the 6 the pain was not relieved, 
but in the remainder the object of the operation was 
achieved, although 3 of these 4 developed other pain 
syndromes, the amputation stump in one becoming 
hypersensitive. The remaining 6 patients had painful 
lower-limb phantoms and chordotomy was performed 
at the 5th dorsal segment: in 4 of these cases the pain 
was relieved, in one the pain was replaced by paraesthesiae 
in the stump, and in the remaining one the pain was re- 
lieved, but recurred within 2 months. 

The author points out that in cases of severe phantom- 
limb pain such as those he describes it has been the 
general experience that destruction of the primary sensory 
neurone, whether by reamputation, resection of neuro- 
mata, or posterior rhizotomy, does not bring relief. 
Stimulation of this neurone by percussion of a neuroma 
in the stump has, however, at times proved successful, 
and chordotomy (posterior as well as antero-lateral), 
ablation of the post-central gyrus, and frontal lobotomy 
have all been of benefit in some cases. Since section of 
the primary sensory neurone is unavailing, whereas 
antero-lateral chordotomy was frequently successful in 
relieving pain in his series of cases, the author postulates 
that phantom-limb pain is due to the fact that the cells 
of the posterior horn of grey matter in the appropriate 
portion of the spinal cord are cut off by the amputation 
from the normal stream of afferent impulses. He sug- 
gests that these cells—the secondary sensory neurones— 
discharge spontaneously to cause the pain. 

J. E. A. O'Connell 


804. Treatment of Multiple Sclérosis with Low-fat Diet 
R. L. Swank. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat. (Chicago) 69, 91-103, Jan., 1953. 
2 figs., 36 refs. 


In two previous papers by the author and others from 
McGill University and the Montreal Neurological 
Institute (Amer. J. med. Sci., 1950, 220, 421, and New 
Engl. J. Med., 1952, 246, 721; Abstracts of World 
Medicine, 1951, 9, 428, and 1952, 12, 363) the hypothesis 
has been developed that the geographical variations in 
the incidence of disseminated sclerosis are related to 
differences in the average amount of fat consumed by 
different populations. A high fat consumption is 


associated with a high incidence of the disease, and a low 
fat consumption with a low incidence. In the present 
paper the results of treatment with a low-fat diet over a 
period of 2 to 34 years in 47 cases of the disease are 
summarized. The author concludes that “this diet 
appears to lessen the severity of the disease by reducing 
the frequency and severity of the exacerbations. Its 
usefulness seems greatest early in the disease, before 
significant disability and a steady progression of symp- 
toms have developed’. He admits that adequate control 
of the results is not available and that the disease was not 
cured, since clear-cut exacerbations were noted in 
patients taking the diet. He states, however, that the 
reduction in severity and frequency of the exacerbations 
was substantial as compared with those occurring in a 
similar period before treatment was started. 

The relation of fat intake to the disease process is 
discussed, and it is suggested that patients with dis- 
seminated sclerosis may have “a basic defect in the 
suspension stability of their blood, which is upset by the 
hyperlipaemia following heavy-fat meals”. 

J. MacD. Holmes 


BRAIN AND MENINGES 


805. Experimental Contributions to Problem of Con- 
sciousness 

M. BERNHAUT, E. GELLHORN, and A. T. RASMUSSEN. 
Journal of Neurophysiology {J. Neurophysiol.| 16, 21-35, 
Jan., 1953. 7 figs., 45 refs. 


This paper is concerned with an experimental study, 
carried out at the University of Minnesota, Minneapolis, 
of the activation of the cortex and hypothalamus in 
anaesthetized animals caused by afferent stimuli that 
would be expected, under normal conditions, to cause 
arousal from sleep. Cats and monkeys anaesthetized 
with “ dial *’ (allobarbitone) and urethane, and in some 
cases with thiopentone, were used. Pain was induced 
by pinching the ioe-pads or the tail or by electrical 
stimulation of the sciatic nerve, and proprioceptive 
stimulation was produced by alternate flexion and exten- 
sion of a limb; the effects of visual and auditory stimula- 
tion were also studied. Cortical and subcortical 
potentials were recorded, and an awakening response 
was judged to occur when the frequency of cortical 
electrical activity increased and its amplitude decreased 
(desynchronization). The magnitude of the response 
was assessed from its intensity and the extent of cortex 
involved, its duration after the afferent stimulation had 
ceased, and the presence or absence of an accompanying 
overt waking effect, such as blinking. 

Pain was found to be the most potent type of stimulus, 
causing activation of the cortex both in the specific 
sensory area and throughout non-specific and association 
areas, and also of the hypothalamus. Under light 
anaesthesia proprioceptive stimulation could also cause 
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a generalized activation of the cortex, and in these cases 
activation of the hypothalamus was also recorded: but 
where the stimulus was less intense, or anaesthesia 
deeper, only the specific cortical area was activated. The 
effect of auditory and visual stimulation was studied in 
3 cases and also caused increased electrical activity only 
in the corresponding projection area, no change being 
observed in the hypothalamus. The authors suggest 
that their findings support the view that the hypothalamus 
takes an active part in the awakening reaction. They 
postulate that it is activated by the brain-stem reticular 
formation and in turn plays on the cortex by way of the 
thalamic reticular system. 

[See Starzl and Whitlock, J. Neurophysiol., 1952, 15, 
449. It is probably as accurate, and certainly easier, to 
consider the reticular formations of the brain-stem, hypo- 
thalamus, and thalamus as being in functional continuity 
rather than to draw arbitrary anatomical divisions. The 
most interesting contribution of this paper is the distinc- 
tion between the effects of different sensory modalities 
and especially in the verification that proprioceptive 
impulses, or their absence, play an important part in 
maintaining the state of wakefulness or sleep. This 
supports a suggestion made many years ago by Kleitman.] 

Donald Mc Donald 


806. Skin Lesions in Organic Brain Disease 
E. E. RoBertson. British Medical Journal (Brit. med. J.] 
1, 291-295, Feb. 7, 1953. 9 refs. 


Though little has been written about the association 
of organic brain disease with skin lesions, recent work 
by McLardy (J. Neurol. Neurosurg. Psychiat., 1950, 13, 
106) stressed the connexion between specific cerebral 
damage in patients undergoing leucotomy and sub- 
sequent fatal “trophic deterioration’. The present 
author describes 4 cases in which organic cerebral disease 
was followed by severe skin lesions and death. In 3 
patients the skin lesions presented as a bullous eruption; 
in the fourth the affection of the skin consisted in 
a generalized erythema and petechial haemorrhages. 
It is suggested that the underlying cerebral conditions 
played some part in the fatal outcome. 

No attempt is made [rightly] to identify the precise 
area of the brain concerned in the production of the skin 
lesions, the author being content to draw attention to 
the co-existence of the two processes. 

L. A. Liversedge 


807. Cerebral Angiography in Tumours in the Region 
of the Optic Chiasma. (Die Geschwiilste der Chiasma- 
gegend im cerebralen Angiogramm) 

T. TrwistnA and H. Haar. Nervenarzt [Nervenarzt] 24, 
58-63, Feb. 20, 1953. 7 figs., 7 refs. 


The authors, working at the University Surgical Clinic, 
Miinster, report their experience of cerebral angiography 
in 30 patients in whom subsequent operation and histo- 
logical study confirmed the presence of a tumour in 
the chiasmal region. They point out that, clinically, a 
** chiasmal syndrome ’’ may be produced by a number of 
different types of tumour, their own series comprising 
examples of craniopharyngioma, adenoma, and car- 

M—S 


cinoma of the hypophysis, meningioma of the tuber- 
culum sellae and of the olfactory groove, angioneuro- 
epithelioma, glioma of the optic nerve, and perforating 
epipharyngeal carcinoma. 

As a result of their studies they feel that in experienced 
hands carotid angiography can give more information 
than ventriculography in these cases, particularly with 
respect to the site of origin, direction of growth, and 
size of the tumour, and that it may often give a clue to 
the pathology—for instance, by the demonstration of a 
capillary blush in the presence of a meningioma. With 
the aid of very clear reproductions of their angiograms 
they describe the more common angiographic features 
peculiar to the different tumours. In the majority of 
cases these changes consist of various distortions of the 
carotid siphon and of the T-shaped pattern formed by 
the division of the internal carotid artery into anterior 
and middle cerebral arteries. Depending on the size of 
the tumour, either narrowing or complete occlusion of 
the horizontal segment at the origin of the anterior 
cerebral artery may occur, and lateral displacement of the 
lower part of the ascending portion of the same artery 
may also be seen. These various characteristic changes 
in the arteriogram are summarized in a diagram. [This 
diagram is very clear and should be consulted in the 
original.} The authors consider that the assistance 
derived from angiography in this relatively small series 
of cases warrants the continuation of this method of 
investigation in tumours of the chiasmal region. 

J. B. Stanton 


808. Hemangiomas of the Pons 

K. TEILMANN. Archives of Neurology and Psychiatry 
[Arch= Neurol. Psychiat. (Chicago)| 69, 208-223, Feb., 
1953. 5 figs., 47 refs. 


809. Histoplasmosis of the Central Nervous System 

D. M. ScuHuLz. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.| 151, 549-551, Feb. 14, 1953. 
3 figs., 10 refs. 


The author first reports that in a recent review (yet 
to be published) of 120 cases of histoplasmosis coming 
to necropsy he found only 12 in which there were lesions 
of the brain or meninges. He considers that there is 
““no adequate description of central nervous system 
lesions in otherwise typical cases of histoplasmosis ”’, 
and proceeds to give details, obtained from the necropsy 
records at the Indiana University School of Medicine, 
Indianapolis, of 2 cases, one in a boy of 14 and the other 
in a boy of 2 years. 

The first patient had a febrile illness during which he 
developed frank neurological signs progressing to coma 
and death in 3 months. In addition to the generalized 
systemic histoplasmotic lesions, including an enlarged 
spleen, a perivascular granulomatous reaction was ob- 
served in the meninges of the brain stem and base of the 
brain. There was also a single focal lesion in the mes- 
encephalon at the head of the inferior colliculus, con- 
sisting of organism-bearing macrophages surrounding 
a small vessel. The second patient, who was markedly 
obese, especially about the face, neck, and shoulders, 
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died after an illness lasting 4 months. In the original 
necropsy report there was no reference to histoplasmosis, 
this diagnosis being reached later after further examina- 
tion of the slides. A section of the pituitary gland 
showed histoplasmotic lesions in the gland capsule, 
though the body of the gland appeared normal. The 
author suggests that histoplasmosis may invade the 
central nervous system more frequently than is generally 
supposed. Fergus R. Ferguson 


810. The Effect of 1-cyclo-Hexyl- 1 - phenyl -3- 
pyrrolidinopropan-1-ol Hydrochloride [‘* Kemadrin ’’] on 
the Symptoms of Parkinson’s Disease. (Activité du 
chlorhydrate cyclo-hexyl-1-phényl-pyrrolidino-3- 
propanol-l sur les symptémes de la maladie de 
Parkinson) 

J. StGWALD. Presse médicale [Presse méd.| 61, 127-128, 
Jan. 31, 1953. 


Since February, 1952, the author, working in Paris, 
has treated 25 cases of Parkinson’s disease with ** kema- 
drin **, a drug, as he points out, which has been used in 
Great Britain and found satisfactory in the treatment of 
this disease. Of his 25 cases 19 have been closely 
followed up, and the results of treatment compared with 
other remedies, notably “ parsidol’’ and “ artane”’ 
(benzhexol). The results with kemadrin are classified 
as follows: 2 excellent, 4 satisfactory, 5 fair, 5 only slight 
improvement and in 3 cases no effect or intolerance. In 
comparison with parsidol the action was better in 5 cases, 
equal in 4, and less effective in 4, but there was no 
striking superiority. In comparison with artane the 
action of kemadrin was better in 4 cases, equal in 7, and 
less effective in 2. . 

The author concludes that kemadrin is a valuable 
symptomatic drug for the treatment of Parkinsonism 
and may be used alone, or alternating with or in combina- 
tion with other agents. Three cases illustrating different 
degrees of the effect of kemadrin are fully described. 

J. MacD. Holmes 


811. Evaluation of Stellate Ganglion Block for Acute 
Focal Cerebral Infarcts. (Preliminary Report of Ob- 
servations on Eighty-seven Patients) 
C. H. MILLIKAN, J. S. Lunpy, and L. A. SmitH. Journal 
of the American Medical Association [|J. Amer. med. Ass.} 
151, 438-440, Feb. 7, 1953. 7 refs. 


At the Mayo Clinic the results of stellate-ganglion 
block in 27 patients with cerebral vascular disease have 
been compared with the results obtained in 60 similar 
patients who did not receive an injection. The authors 
state that in view of the many variables involved a true 
_control series was not possible. The chief difference 
between the two groups lay in the mortality rate. Two 
weeks after infarction 4 of 21 patients (19°) who under- 
went stellate-ganglion block were dead, compared with 
4 of 53 (8%) not receiving the injection. Of the control 
group, 7 were normal two weeks after onset, compared 
with only one of those undergoing stellate-ganglion block. 
The time taken for hemiplegia to develop was prognostic- 
ally significant; all the patients who developed hemi- 
plegia within 3 hours were hemiplegic 14 days later, 


whereas only half of those developing hemiplegia over 
a period of 24 hours were hemiplegic 14 days later. 
The authors conclude that their results do not support 
the claims that have been made for this form.of treatment. 
N. S. Alcock 


812. Occlusion of the Superior Cerebellar Artery 
J. A. LUHAN and S. L. PoLLack. Neurology [Neurology] 
3, 77-89, Feb., 1953. 8 figs., 12 refs. 


It is pointed out that occlusion of the superior cere- 
bellar artery is rarely seen as an isolated lesion, but that 
when it occurs the clinical picture is characteristic. 

The authors, working at Loyola University and Cook 
County Hospital, Chicago, describe 6 cases, 3 due to 
thrombosis and 3 to embolism. Post-mortem examina- 
tion, which was carried out in each of the 3 cases of 
embolism, revealed in one case that the terminal portion 
of the basilar artery was occluded, but only the territory 
of the left superior cerebellar artery was infarcted; in 
another, that the opposite middle cerebral artery was 
also involved; and in the third, that the picture was 
complicated by an older subarachnoid haemorrhage. 
Nevertheless in each case the pathological findings fully 
confirmed the clinical diagnosis of occlusion of the 
superior cerebellar artery. 

Dizziness, nausea, and vomiting were usual symptoms 
at the onset. An ipsilateral cerebellar ataxia, an ipsi- 
lateral Horner’s syndrome, and contralateral impairment 
of pain and temperature sensation over the entire body 
half were observed in each case. Some slight impairment 
of hearing was noted in 3 patients—on the same side as 
the lesion in one and on the opposite side in the other 2— 
the deafness being attributed to involvement of the lateral 
lemniscus. Contralateral impairment of mimetic facial 
movements was noted in 2 cases. Involuntary move- 
ments at rest were not observed and there was no instance 
of paralysis of the superior oblique muscle. 

The superior cerebellar artery is considered by some 
workers to be more susceptible to embolic blocking than 
the other cerebellar arteries. 

[Most of the cases of occlusion of the superior cere- 
bellar artery previously reported have shown ipsilateral 
involuntary movements at rest, described variously as 
chorea, athetosis, or a coarse tremor. Their absence in 
all 6 of the authors’ cases is surprising. Involvement of 
the ipsilateral fourth nerve nucleus has been reported by 
one observer only.] L. G. Kiloh 


813. Disturbances of Oculomotor Function Accompany- 
ing Extradural Haemorrhage 

S. SUNDERLAND and K. C. BrapLey. Journal of Neuro- 
logy, Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.) 16, 35-46, Feb., 1953. 9 figs., 28 refs. 


This interesting study of the cause and character of 
the various disturbances of oculomotor function which 
accompany extradural haemorrhage represents the result 
of a combined investigation made at the University and 
the Alfred Hospital, Melbourne, by an anatomist and a 
neurosurgeon. It is based upon the normal anatomy of 
the oculomotor nerve as verified in more than 100 
cadavers, and on the morbid anatomy in 9 cases coming 
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to necropsy, in 4 of which death resulted from extradural 
haemorrhage. These findings are correlated with clinical 
observations made on 9 patients with extradural haemor- 
rhage. 

The clinical observations emphasize the prognostic 
importance of observing the exact sequence of the 
pupillary changes in these cases. Their character is 
found to be due to deformation of the trunk of the 3rd 
cranial nerve (at the point where it crosses the ** tentorial 
gap ”’) by the development of tentorial herniation, and 
to the consequent displacement and distortion of the 
mid-brain. The mechanism of this involvement is 
described and illustrated in detail. The pupillary changes 
appear early, at first on the side of the lesion, and progress 
rapidly, so that within 12 hours of the injury both pupils 
may be fully dilated and fixed. The delicacy of the 
pupillary sign and its value as an indicator of the gravity 
of the changes occurring at the base of the brain are 
emphasized. The authors believe that their findings 
suggest that the existence of fixed, dilated pupils for more 
than half an hour precludes recovery. H. E. Hobbs 


814. Stroke Resulting from Internal Carotid Artery 
Thrombosis in the Neck 

E. S. and J. E. Wester. Journal of the 
American Medical Association |J. Amer. med. Ass.] 151, 
541-545, Feb. 14, 1953. 7 figs., 13 refs. 


Internal carotid artery thrombosis in the neck is dis- 
cussed, and 30 cases seen at Grace Hospital (Wayne 
University), Detroit, are described, including 3 in which 
there was also involvement of the common and external 
carotid arteries. Only 4 of the patients were women, 
and the age distribution indicated that the incidence was 
highest in late middle life, though 7 patients were under 
the age of 40. 

The site of the arterial thrombosis was on the left 
side in 19 cases and on the right in 11. The commonest 
manifestations were hemiparesis, with or without un- 
consciousness, and associated speech disturbance accord- 
ing to the hemisphere affected. Hemianopia, optic 
atrophy, and Jacksonian or generalized seizures were 
observed in some cases. The authors point out that 
there are three types of paralytic syndrome: (1) sudden 
onset of hemiparesis or hemiplegia; (2) repeated attacks 
of minor paralyses of short duration; and (3) slowly 
progressive paralyses. The thrombosis is believed to 
result from atheromatous degeneration of the vessels, 
and its site varies from the bifurcation of the common 
carotid to a point ‘* several centimetres ’’ higher up in 
the neck. The authors consider that there is no reliable 
clinical test for the condition and that angiography is 
required. 

In 15 cases operation was performed and atheromatous 
change noted in the arteries. In no case was there 
histological evidence of Buerger’s disease. In chronic 
cases recanalization was observed. Pneumoventriculo- 
graphy revealed dilated ventricles, slightly more evi- 
dent on the side of the lesion. In electroencephalo- 
graphic recordings, delta activity on the side of the 
thrombosis was a characteristic finding, the pattern 
becoming more normal as time passed. 


In the authors’ view the prognosis is poor on the whole; 
2 patients died, but only 8 of the remainder were con- 
sidered to have made a satisfactory recovery. Treatment 
consisted in bilateral stellate block, sympathetic excision, 
administration of anticoagulants, excision of fresh clot, 
carotid artery ligation in the neck, and ligation of the 
carotid siphon. Stellate block was performed in all 30 
cases, but the results were not encouraging. Excision 
and ligation were carried out on 15 patients in the hope 
of interrupting vasoconstrictor influences, preventing 
forward embolism, and reducing transmitted pulsation 
through the clot. A sufficiently long period has not 
elapsed since operation for the results to be compared 
satisfactorily with those obtained in controls: a report 
on the follow-up findings is to be published later. 

Fergus R. Ferguson 


EPILEPSY 


815. Epilepsia Cursiva. Syndrome of Running Fits 

G. C. Sister, L. L. Levy, and E. RoseMANn. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat. 
(Chicago) 69, 73-79, Jan., 1953. 1 fig., 4 refs. 


The authors describe 9 cases of psychomotor epilepsy 
associated with running seen at the Louisville General 
Hospital, Louisville, Kentucky, additional phenomena 
being major seizures in 6 cases, minor seizures in one, 
and psychomotor attacks in 2. The electroencephalo- 
gram was abnormal in all the cases, spikes in the temporal 
leads being the most common finding. The patients 
were children or young adults. In 2 cases there was an 
aura of fear, in 2 of abdominal discomfort, while in 3 
there was no aura. In 2 patients the running occurred 
immediately after a major seizure. It appeared that all 
the patients were to some extent aware of their surround- 
ings during the period of automatism, though 2 had 
amnesia for the episode. The duration of running was 
from 2 seconds to 10 minutes. The personality types 
varied, but in 7 cases there was considerable emotional 
conflict, the conflict determining to some extent the nature 
of the automatism. In 6 patients the running fits were 
abolished by administration of anticonvulsant drugs 
and in another case there was considerable improvement; 
the remaining 2 patients had not been followed up for a 
sufficiently long period for the effect of treatment to be 
assessed. J. Foley 


816. Incisural Sclerosis and Temporal Lobe Seizures 
Produced by Hippocampal Herniation at Birth . 
K. M. Eare, M. BALDwIn, and W. PENFIELD. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat. 
(Chicago)} 69, 27-42, Jan., 1953. 9 figs., 13 refs. 


The authors discuss the anatomy and pathology of the 
lesions found on surgical exploration of the temporal 
lobe for temporal-lobe seizures. In 100 of the 157 cases 
studied at Montreal Neurological Institute and McGill 
University the lesions appeared to be compatible with 
compression or anoxia at birth or during early infancy; 
the gross pathology and histological picture associated 
with these lesions are described in detail. In addition, 
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experimental evidence is presented which bears out the 
authors’ contention that compression of the brain at 
birth can, and does, produce herniation of the temporal 
lobe with interference to its blood supply, leading to 
acute anoxia. 

The patients on whom operations were performed all 
had epileptiform convulsions which, from the peculiar 
nature of the initiating aura (such as olfactory aura, 
psychical hallucinations, iilusions of perception, and 
automatism), made the diagnosis of an epileptogenic 
focus in one temporal lobe practically certain. In most 
cases preoperative electroencephalography indicated the 
origin of abnormal potentials in the temporal lobe, which 
was selected as the site for operation. At operation, 
abnormalities were found in all cases, varying from 
atrophy or undue firmness of a single gyrus to atrophy 
of the entire temporal lobe. The commonest lesion was 
the occurrence of sclerotic areas of cortex in the inferior 
and medial parts of the lobe. The uncus, hippocampal 
gyrus, and part of the first temporal gyrus were usually 
affected. The authors contend that this lesion could 
have been produced by compression of the head and 
herniation of the hippocampal regions through the in- 
cisura of the tentorium at birth, and they give it the name 
of “‘incisural sclerosis”’. Histologically, the sclerotic 
areas showed a gliosis in the grey and white matter con- 
sisting of fibrous astrocytes. The overlying pia was 
thickened, and there was thickening of the pial vessels. 
Loss of neurones might occur, but was not invariable. 
Illustrative cases are quoted and excellent photomicro- 
graphs of the histological appearances accompany the 
text. 

In considering their material the authors review the 
embryology and blood supply of the temporal lobe in 
an attempt to determine why this !obe should be suscep- 
tible to compression at the time of birth so that epilepsy 
results in later years. They stress the comparative im- 
maturity of this lobe at birth, in that myelination is 
incomplete and the neurones are not fully developed. 
Therefore anoxia or birth injury may affect its normal 
development after birth. In addition, the branches of 
the arteries which cross the free edge of the tentorium 
to supply the temporal lobe, particularly the anterior 
choroidal artery, are comparatively larger in the newborn 
infant than in the adult, and are so situated that hernia- 
tion of the temporal lobe at the time of birth would 
compress these arteries against the free edge of the 
tentorium and so produce anoxia of this lobe. To 
demonstrate that such herniation does occur, the authors 
carried out some ingenious experiments on the heads of 
stillborn infants. Pressure was applied externally to the 
heads by wrapping them in a rubber tube, and then by 
freezing the heads solid and making coronal sections 
with a saw, they were able to demonstrate that the uncus 
and medial part of the hippocampal gyrus were forced 
over the free edge of the tentorium. If, however, the 
same pressure was applied and then released before 
freezing the brain, no evidence of herniation was seen. 
This finding explains why these herniations are not found 
at routine necropsies, although they must occur frequently 
during birth. Although both hippocampal gyri were 
herniated, the protrusion of one side was usually greater 


than that of the other, which probably accounts for the 
frequency of unilateral lesions. 

[Neurologists and others who are interested in the 
causation and treatment of symptomatic epilepsy will 
find this article of particular value. It should be read 
in conjunction with previous papers by Penfield and 
Baldwin (Ann. Surg., 1952, 136, 625) and Penfield and 
Flanigin (Arch. Neurol. Psychiat. (Chicago), 1950, 64, 491: 
Abstracts of World Surgery, 1951, 9, 252) in which the 
technique and results of treatment are described.] 

Ruby O. Stern 


NEUROMUSCULAR DISEASES 


817. Amyotrophic Lateral Sclerosis. A Clinico- 
anatomic Study of Fifty-three Cases 

T. LAwyer and M. G. Netsky. Archives of Neurology 
and Psychiatry {Arch. Neurol. Psychiat. (Chicago)| 69, 


171-192, Feb., 1953. 10 figs., 14 refs. 


Motor neurone disease was studied in 53 patients at 
the Montefiore Hospital for Chronic Diseases, New York, 
51 of whom had amyotrophic lateral sclerosis and 2 pro- 
gressive spinal muscular atrophy. Surprisingly, symp- 
toms in the legs at onset were seen twice as often as 
symptoms in the arms. Pathological examination showed 
changes in the Betz ceils of the cortex, and the authors 
consider that demyelination and degenerative changes in 
the pyramidal tracts are secondary to these cell changes; 
in fact, the upper motor neurone is affected as a whole. 

Excellent illustrations of the pathological changes 
accompany the paper. J. W. Aldren Turner 


818. Familial Ocular Myopathy and External Oph- 
thalmoplegia 

R. S. Beckett and M. G. Netsky. Archives of Neuro- 
logy and Psychiatry [Arch. Neurol. Psychiat. (Chicago)]| 
69, 64-72, Jan., 1953. 4 figs., 22 refs. 


From Hartford, Connecticut, 3 cases of familial ocular 
myopathy, affecting males in two generations, are 
reported. Transmission was apparently through males, 
and ptosis first occurred in the second decade of life. 
In the first case seen, the history of which forms the main 
subject of this paper, the diagnosis was confirmed at 
necropsy, typical myopathic changes being found in the 
external ocular muscles; this patient, who died at the 
age of 68, also had stenosis of the aqueduct, and a 
pallido-nigral degeneration which had given rise to 
Parkinsonism. Full details of the post-mortem findings 
are given. . 

The authors claim that this is the first reported instance 
of ocular myopathy in which both the central nervous 
system and the external ocular muscles were examined 
histologically, and it is important to note that the ganglion 
cells of the oculomotor and abducens nuclei were normal. 
They discuss the occasional association of ocular palsies 
with muscular dystrophy elsewhere in the body, and 
conclude—thus differing from Kiloh and Nevin (Brain, 
1951, 74, 115; Abstracts of World Medicine, 1951, 10, 
647)—that ocular myopathy is not a nosological entity 
but only a variant in the localization of the dystrophic 
process. J. Foley 


Psychiatry 


819. Psychogenic Obesity in Children. I. [In English] 
T. IVERSEN. Acta paediatrica [Acta paediat. (Uppsala)] 
42, 8-19, Jan., 1953. 5 refs. 


At the Rigshospitalet, Copenhagen, the author exam- 
ined 40 obese children, 15 boys aged 6 to 14 and 25 
girls aged 4 to 14, for psychogenic causative factors of 
the obesity. Cases due to endocrine disorders were 
excluded. In 16 children (9 boys and 7 girls) psycho- 
genic factors were present; 13 of these children had 
developed obesity after the first 3 years of life. In the 
remainder psychogenic factors were doubtful or non- 
existent. Evidence of non-rejecting maternal over- 
protection was disclosed in 20 cases in this series. 

A. C. Frazer 


820. The Psychiatrist and Compensation Neuroses 
J. DUNNE. British Medical Journal (Brit. med. J.| 1, 427- 
429, Feb. 21, 1953. 


There is no medical entity called a compensation 
neurosis. So-called compensation neuroses do not 
differ from neuroses in which only the desire for treat- 
ment is involved. It is essential, in dealing with an 
alleged case of neurosis, to make as accurate a diagnosis 
of the illness as possible—whether neurasthenia, obses- 
sional or anxiety state, or hysteria—and to assess the 
contributory or precipitating agents. Accurate assess- 
ment of the nature of the neurosis is one of the best 
guards against malingering. 

Predisposition is one of the most important factors in 
mental illness, and consists in a susceptibility to disease 
which remains latent under normal conditions but may 
be activated by exceptional stress. Only the very mild 
cases and malingerers recover after settlement of com- 
pensation claims; the more serious cases are not affected. 

Medical witnesses often differ in their opinions of 
cases, and judge or jury should not have to decide 
between them. Delicate decisions that have to be made 
by the court should be based on the advice of a properly 
constituted panel of specialists in neuropsychology.— 
{Author’s summary.] 


821. Toxoplasmosis in Relation to Mental Deficiency 
J. BURKINSHAW, B. H. KirMAN, and A. Sorssy. British 
Medical Journal [Brit. med. J.} 1, 702-704, March 28, 
1953. 9 refs. 


In 1951 Fisher reported the results of skin and sero- 
logical tests carried out on 698 mental defectives for evi- 
dence of sensitivity to toxoplasmin (Lancet, 1951, 2, 904; 
Absiracts of World Medicine, 1952, 11, 203). He found 
that 55 of the 698 gave a positive reaction to the skin test, 
35 of them to the dye test as well. In the present paper 
the authors, working at the Fountain Hospital, London, 
describe the clinical and radiological findings in these 
55 patients. No case of toxoplasmosis was diagnosed 
clinically and none of the radiological findings was sug- 


gestive of the disease. The number of positive reactors 
to toxoplasmin increased with advancing age, but was 
not found to be higher among mental defectives than 
among the general population. It is stated that “* toxo- 
plasmosis is not a common cause of mental defect ’’. 
[No evidence of its being a rare cause is given.] 

G. de M. Rudolf 


822. The Significance of the Mongol Hand 
P. J. DaLty. St. Thomas's Hospital Gazette [St Thom. 
Hosp. Gaz.} 51, 18-22, Feb., 1953. 8 figs., 15 refs. 


The author has studied the hands of 134 mongolian 
idiots and of the parents and siblings of 40 of these. 
He describes in some detail the several differences between 
the mongol hand and the normal, and states that the 
single transverse palmar flexure line, one of the most 
characteristic features of the former, is found not only 
in a high proportion of mongols (44%), but also, in 
declining order of frequency, in non-mongol mental 
defectives (13%), sufferers from congenital heart disease 
(10%), close relatives of mongols (7:5%), and normal 
subjects (2-5%). In his own series, the incidence of 
abnormalities of the hand was slightly but significantly 
higher among the parents and siblings of mongols than 
in normal families. 

The author then discusses the interplay of heredity 
and environment. in the various manifestations of 
mongolism, concluding that the influence of each is un- 
equal in different cases, and states his belief that the 
extent to which genetic factors have been responsible in 
promoting mongolism in a given case may be deduced 
from a study of the palmar characters. In support of 
this contention he shows that abnormalities of the hands 
are more common in those cases in which the age of the 
mother is not abnormally high and in which it may 
therefore be assumed that hereditary factors are relatively 
more important. 

Examination of the hands of 200 pregnant women at 
St. Thomas’s and the Weir Hospitals, London, showed 
a significantly higher frequency of mongoloid features 
among women with a history of miscarriage than in those 
with a normal obstetrical history, although the number 
examined was too small for firm conclusions to be drawn. 
A history of miscarriages preceding the birth of a mongol 
is, however, extremely common, and it is suggested that 
potential mongolism in the foetus may be a cause of mis- 
carriage, particularly among women whose possession of 
mongoloid hand features indicates a possible tendency to 
produce abnormal chiidren. M. MacGregor 


823. Failure of Cortisone and ACTH in Treatment of 
the Morphine Abstinence Syndrome 

H. F. FRASER and H. spect. Annals of Internal Medicine 
[Ann. intern. Med.| 38, 234-238, Feb., 1953. 1 fig., 
9 refs. 
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Dermatology 


824. Treatment of Diffuse Progressive Scleroderma 

J. A. Evans, H. J. Rupitsky, and A. W. Perry. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
151, 891-899, March 14, 1953. 10 refs. 


In this paper the authors summarize the results 
obtained at the Lahey Clinic, Boston, in the treatment 
of 38 cases of scleroderma, which is considered to be a 
collagen disease of unknown aetiology. There were 26 
women and 12 men in the series, and the follow-up period 
ranged from 3 months to 8 years. In 31 of the patients 
Raynaud’s disease was present before scleroderma 
developed, in 3 scleroderma preceded Raynaud's disease, 
and in 4 scleroderma only was observed. The duration 
of life after onset of the disease varied greatly; 5 
patients were alive at the time of the report, 15 to 28 
years after the disease was first noted. In 17 patients 
the oesophagus was affected. a, 

Sympathectomy, which was carried out in 25 cases, 
was of value if the face, yoke-area, and arms were 
involved, when the first to the fifth thoracic segments 
were cut. Sympathectomy of the first to the twelfth 
thoracic segments is advised when the oesophagus is 
affected. 

Drug therapy was not as consistently beneficial as 
sympathectomy. para-Aminobenzoic acid proved dis- 
appointing, definite objective improvement being ob- 
served in only one patient. Corticotrophin, cortisone, 
tolazoline (** priscol ’’), a-tocopherol, and ascorbic acid 
were ineffective. Diphenhydramine in large doses pro- 
duced improvement in 4 out of 12 patients. 

S. T. Anning 


825. Significance and Value of Civatte’s Colloid Grains 
and Corpuscles in Dermatology. (La signification et la 
valeur des grains et corpuscules colloides de Civatte en 
dermatologie) 

V. Musumeci. Annales de dermatologie et de syphili- 
graphie |Ann. Derm. Syph. (Paris)| 80, 30-40, Jan.—Feb., 
1953. 7 figs., 5 refs. 


In 1950 Civatte demonstrated, by the use of Mallory’s 
stain in a variety of eruptions caused by drugs such as 
antipyrine, phenolphthalein, arsenic, and gold, the 
presence of certain degenerated cells in the epidermis and 
dermis which he called colloid grains and corpuscles. 
He suggested that these bodies were formed by the 
union of cellular proteins with the causative chemical 
agent. 

The present author, working at the University 
Dermatological Clinic, Catania, Sicily, has been able to 
reproduce the phenomenon by intradermal injection of 
certain chemical substances (including arsenobenzol and 
sulphonamides). Grains or corpuscles were also found 
in the apparently normal skin of 16°% of patients [mumber 
not stated] with skin diseases treated with arsenic, 
bismuth, iodine, and sulphonamides; in 6 of 9 patients 


with dermatitis herpetiformis; in one case of epidermo- 
lysis bullosa dystrophica; in 3 of 8 patients with erythema 
multiforme; in the affected skin of 80% of patients under- 
going treatment with metal preparations: in one case 
of pemphigus treated with isoniazid: and in lesions due 
to intolerance to mercury, sulphathiazole, and arseno- 
benzol. The significance of these colloid bodies and 
their value as an aid to diagnosis are discussed. 
James Marshall 


826. Local Tissue Reactions to Cortisone and Hydro- 
cortisone (Compound F) in Man. VIII. Studies of Local 
Therapeutic Effect of Hydrocortisone in Diseases of Skin 
L. GOLDMAN and R.H. Preston. Archives of Dermato- 
logy and Syphilology {Arch. Derm. Syph. (Chicago)] 67, 
163-165, Feb., 1953. 4 refs. 


From a study of the local effects of cortisone and 
hydrocortisone in a series of 460 patients at the University 
of Cincinnati College of Medicine it was found that there 
was a definite local, inhibiting, inflammatory reaction in 
a wide variety of dermatoses, with the exception of the 
urticaria—angioneurotic-oedema group of cases and some 
miscellaneous dermatoses. The methods employed and 
the results obtained are described. The reaction was 
produced by direct local injection and not by the topical 
application of an ointment or suspension. 

G. B. Mitchell-Heggs 


827. Hydrocortisone (Compound F) Acetate Ointment 
in Dermatological Therapy 
M. B. SULZBERGER, V. H. WitTeN, and C. C. SMITH. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 151, 468-472, Feb. 7, 1953. 9 refs. 


The authors, writing from New York, report the results 
of the topical application of hydrocortisone acetate in 62 
dermatological patients in private practice. The hor- 
mone was incorporated into four different ointment 
bases in strengths of 1°%, 24°%, and 5%, the same bases 
being also available in non-medicated form for applica- 
tion to control sites. The series included 30 cases of 
atopic dermatitis, 6 of pruritus vulvae, 5 of psoriasis, 5 of . 
lupus erythematosus, and other small groups. 

It was found that the beneficial effects in most cases 
disappeared within 4 or 5 days after cessation of treat- 
ment. Cases of atopic dermatitis showed the most 
marked improvement—some showing improvement with 
the ointment base alone—but occasional relapses Oc- 
curred during treatment. In one case the improvement 
exceeded the result obtained with a course of 200 mg. 
of cortisone acetate daily by mouth. Improvement 
in areas far removed from the site of application of the 
ointment was noted, which might have been due to un- 
witting transference of ointment to those areas or to 
the systemic effect of absorbed hormone, or perhaps to a 
co-reaction (the Mitreaktion of Werner Siemens). It 


246 


DERMATOLOGY 247 


seemed that the higher concentrations of hydrocorti- 
sone acetate produced greater effects, but the type of 
ointment base did not materially influence the result. 
The effectiveness of local applications of hydrocortisone 
acetate compared with the ineffectiveness of local applica- 
tions of cortisone acetate is pointed out. Also a 1°% 
concentration of the ointment is aesthetically and cos- 
metically highly acceptable, and is effective and devoid 
of the side-effects attending the oral administration of 
this group of hormones. No allergic sensitization 
occurred in any of these cases. It is speculated that the 
maximum amount of hormonal ester theoretically ab- 
sorbable from about 2 g. of the 1°% ointment would be 
not more than 2 mg. per day. Further studies on the 
mode of action of the steroid are suggested. 
Ferdinand Hillman 


828. Salicylic Acid Poisoning in Dermatological 
Therapy 

E. P. CawLey, N. T. Peterson, and C. E. WHEELER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 151, 372-374, Jan. 31, 1953. 11 refs. 


It has been shown that salicylic acid can be absorbed 
through the skin, and it is the purpose of this paper, from 
the University of Virginia School of Medicine, Charlottes- 
ville, to draw attention to the risk of salicylic acid 
poisoning when an ointment containing this substance 
is applied to an extensive area of the body. The symp- 
toms of salicylate poisoning are the result of haemor- 
rhagic and degenerative changes in the brain, kidney, 
liver, and skin, central stimulation of the respiratory 
centre, toxic effects on the acoustic and vestibular organs, 
and changes in the electrolyte balance. Toxic reactions 
are likely to occur when the plasma salicylate level reaches 
30 mg. per 100 ml. 

The authors describe 2 cases of salicylate poisoning in 
patients suffering from widespread ichthyosis which had 
been treated by application of an ointment containing 
salicylic acid. In the first patient, a girl of 10, the mani- 
festations of poisoning were constant crying, abdominal 
pain, and vomiting; later, the patient had delusions of 
insects crawling on the bed and she became semi- 
stuporous. At this time the plasma salicylate level was 
40 mg. per 100 ml. She recovered within a few hours 
of discontinuing the use of the ointment. The second 
patient, a boy of 6, had abdominal pain accompanied by 
vomiting; his hearing was affected and, in contrast to 
his usual cheerfulness, he became irritable and withdrawn. 
Respiratory rate increased from 20 to 36 per minute and 
at this time the salicylate plasma level was 46 mg. per 
109 ml. He was given an intravenous infusion of 600 
ml. of isotonic sodium chloride solution, followed by 
400 ml. of 5% glucose in water. The following day 
720 mi. of 1/6 molar sodium lactate and 5°% glucose 
in water was given intravenously, and this resulted in a 
rapid cure. H. R. Vickers 


829. In vitro Studies on the Fungistatic Effect of Anti- 
histaminic Drugs 

W. J. FAHLBERG. Journal of Investigative Dermatology 
invest. Derm.) 20, 171-176, March, 1953. 6 refs. 


830. The Acne Problem 

F. T. Becker. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph. (Chicago)| 67, 173-183, Feb., 1953. 
2 figs., 19 refs. 


The author reviews his experiences at the Duluth Clinic, 
Duluth, Minnesota, in the management of 350 cases of 
acne, with special reference to the effect of oestrogens, 
antibiotics, and vitamin A. He divided his patients into 
2 groups, the first consisting of those with superficial 
lesions (comedones and papules) in which scars are not 
produced unless severe infection occurs, and the second 
group of those with nodules and cystic lesions which 
are frequently pustular and in whom pitted and atrophic 
scarring isa common end-result. He found no significant 
increase in androgen excretion as measured by urinary 
levels of 17-ketosteroids in patients with acne. 

Oestrogens by mouth proved useful in nodular cystic 
lesions in both sexes, but especially in women over 25 
years of age who had experienced premenstrual and 
menstrual exacerbations. In female patients stilboes- 
trol in doses of 0:25 mg. to 0-5 mg. was given daily 
from 7 days after completion of the menses until the 
onset of the next period. Oral antibiotics, chiefly terra- 
mycin or aureomycin, were beneficial in controlling the 
pustular element of acne, and the author latterly found 
that 100 mg. 4-hourly for a few days, then 3 times a day 
for several weeks, seemed as effective as higher dosages. 
Vitamin A given for some months at a minimum dosage 
of about 100,000 units daily had only limited usefulness, 
namely, in comedo-papular’ acne, especially when folli- 
cular keratosis about the elbows and knees coexisted. 
(The reading of this paper, at the annual meeting of the 
American Dermatological Association, 1952, was fol- 
lowed by an interesting discussion on the subject of acne.) 

E. W. Prosser Thomas 


831. Local Oxytetracycline (‘‘ Terramycin ’’) Therapy 
of Skin Infections 


-C.S. Wricut and D. N. TscHAN. Archives of Dermato- 


logy and Syphilology [Arch. Derm. Syph. (Chicago)] 67, 
125-128, Feb., 1953. 2 figs., 3 refs. 


In view of the lack of published work on the value of 
terramycin in the field of dermatology, the authors began 
this study at the Department of Dermatology, Temple 
University School of Medicine, Philadelphia, in Novem- 
ber, 1950. Terramycin ointment [strength not stated] 
was employed on 845 patients altogether, with a complete 
follow-up study of 635. Of these, 391 had various 
dermatoses, and in the remaining 244 the ointment was 
applied in order to study its healing effect on wounds 
following minor skin surgery. 

The most striking response was obtained in impetigo, 
82 of 90 patients being cured within 24 hours to 7 days. 
Deeper infections, such as folliculitis and sycosis vulgaris, 
took longer, but 101 of 106 patients were eventually 
cured. One case of severe folliculitis nuchae scleroticans 
was remarkably improved. Miscellaneous impetiginized 
eruptions, such as infected contact dermatitis, atopic 
eczema, dermatophytosis, and seborrhoeic eczema 
responded well. The ointment had no curative effect 
on psoriasis, herpes zoster, herpes simplex, verruca vul- 
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garis, seborrhoeic eczema, molluscum contagiosum, and 
. erysipeloid (1 case). None of the wounds following skin 
surgery became infected. Of the 635 cases followed up, 
irritation of the skin occurred in only 4, and this was 
proved by patch testing to be due to the yellow soft 
paraffin base and not to the terramycin itself. 

E. W. Prosser Thomas 


832. The Parenteral Treatment of Lupus Vulgaris with 
Streptomycin. (Zur parenteralen Behandlung des Lupus 
vulgaris mit Streptomycin) 

F. Zevter. Hautarzt [Hautarzt] 4, 73-78, Feb., 1953. 
2 figs., 18 refs. 


At the Alfred Jesionek Hospital, Giessen, Germany, 
24 patients suffering from lupus vulgaris were treated 
with daily injections of dihydrostreptomycin and PAS by 
mouth for varying periods. The total dose of the anti- 
biotic ranged from 10 g. to 90 g., in daily doses of 0-5 to 
2:0 g. Seven of the patients were treated at the same 
time with vitamin D, and 8 with ultraviolet irradiation. 
All the patients had previously been treated with various 
other measures, including x irradiation, electrical coagu- 
lation, and surgical excision. 

In 17 cases healing started during or soon after treat- 
ment, and continued to almost complete cure in 13; it 
was rapid, with little local reaction or scar formation, 
but early relapse took place in 5 cases. The response 
to therapy showed no relation to age, sex, length of 
history, or duration or intensity of treatment. The drug 
was not well tolerated in 4 cases, 3 patients showing 
disturbances of vestibular function, and one complaining 
of headache, dyspnoea, and stiffness of the back. Resis- 
tance of bacilli to the drug was not encountered. 

The author concludes that although isolated cases 
show excellent results, these are not sufficiently uniform 
to justify the routine use of streptomycin in the treatment 
of lupus vulgaris. The drug is indicated only if there are 
repeated relapses following the more usual treatment, or 
in the presence of destructive lesions not amenable to 
surgery. Stephen G. Gang 


833. Pityrosporum ovale and Some Scaly Conditions of 
the Scalp 

F. A. WHITLOCK. British Medical Journal (Brit. med. J.] 
1, 484-487, Feb. 28, 1953. 1 fig., 18 refs. 


The much debated role of Pityrosporum ovale in dand- 
ruff and allied seborrhoeic conditions of the scalp is 
discussed and the literature on the subject briefly reviewed. 
Six surveys carried out in West Cornwall are described, 
in none of which could any clear correlation between 
infection with P. ovale and the skin lesion be established. 

(1) In 200 * normal ** scalps a comparison of the degree 
of dandruff or seborrhoea present with the degree of 
infection with P. ovale led to the conclusion that there 
was no relationship between the two factors, although 
both appeared to be related to the age of the patient. 
The rise in incidence of both dandruff and pityrosporum 
infection at puberty is thought to be due to the increased 
flow of sebum at that period. (2) Scrapings taken from 
the eyelids and from the nose and naso-labial folds of 
20 patients showed that the greasy nose was more heavily 
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infected than the grease-free eyelids, suggesting that 
heavy sebum secretion increases the degree of infection. 
(3) Examination of 32 women in the last trimester of 
pregnancy showed nothing to suggest that increased cir- 
culating oestrogen diminishes the degree of infection with 
P. ovale. (4) and (5) A low degree of infection with the 
organism was found in 9 cases of tinea amiantacea and 
in 17 cases of psoriasis of the scalp, in both of which 
conditions there is little sebaceous secretion. (6) In 16 
cases of seborrhoeic eczema the organism was scanty or 
absent. 

It is concluded that these surveys have shown that 
P. ovale is a harmless saprophyte of the scalp which 
thrives on excess sebum. Stephen G. Gang 


834. Corticotropin (ACTH) and Cortisone in Treatment 
of Pemphigus Vulgaris 

J. T. Aquitina, J. H. TOWNSEND, R. ImMBurGIA, S. A. 
GREENSTEIN, and R. L. Wuertz. Archives of Dermato- 
logy and Syphilology {Arch. Derm. Syph. (Chicago) 67, 
166-172, Feb., 1953. 4 figs., 9 refs. 


The purpose of the investigation described in this paper 
was to emphasize the therapeutic value of corticotrophin 
and cortisone in the treatment of pemphigus vulgaris. 
The methods used and the results obtained in the treat- 
ment of 3 patients suffering from this condition are 
described in detail. Two of the patients had the acute 
and fulminating form of pemphigus vulgaris and would 
undoubtedly have died but for the administration of these 
hormones. G. B. Mitchell-Heggs 


835. Pancreatic Function and X-ray Studies in Psoriasis 
J. F. MADDEN and I. M. Karon. Archives of Dermato- 
logy and Syphilology {Arch. Derm. Syph. (Chicago)| 67, 
66-76, Jan., 1953. 20 refs. 


It is pointed out that the methods at present in use for 
the study of pancreatic function are not sufficiently 
informative, gross disorders only being demonstrated. 
In view of the fact that pancreatic extract and lipocaic 
are given in the treatment of psoriasis, the authors, 
at Ancker Hospital, St. Paul. Minnesota, investigated 
the pancreatic function in 15 patients, aged 6 to 72 years, 
who had had psoriasis for periods varying between 4 
months and 50 years. The fat and nitrogen contents of 
the faeces were estimated and the serum amylase and 
lipase concentrations determined. The patients were 
given the Schmidt diet, which consists of approximately 
102 g. of protein, 111 g. of fat, and 191 g. of carbohydrate 
per day, for 5 days. Pancreatic function was within 
normal limits in all but 3 patients, in whom the fat and 
nitrogen contents of the faeces were slightly reduced. 

A second investigation was carried out to determine 
whether there was any close relationship between 
psoriasis and arthritis. In 30 patients with psoriasis, 
aged 8 to 68 years, radiographs were taken of both hands 
and feet and of any other joint in which there was pain. 
No difference was observed between the joints in rheu- 
matoid arthritis with psoriasis and the joints in un- 
complicated rheumatoid arthritis. The authors conclude 
that psoriasis arthropathica is not a clinical entity. 

H. R. Vickers 


The Breast 


836. Clinical and Therapeutic Aspects of Bilateral 
Carcinoma of the Breast. (Beitrag zur Klinik und 
Therapie des doppelseitigen Mammakarzinoms) 

T. Meister. Oncologia [Oncologia (Basel)| 6, 27-43, 
1953. 5 refs, 


A search of the records of the University Radiotherapy 


_ Clinic at the Cantonal Hospital, Ziirich, for the period 


1919-51 revealed 62 cases of bilateral carcinoma of the 
female breast, forming 4% of a total of 1,516 cases of 
mammary carcinoma seen in the period. Full details 
were available of only 25 of the cases, all of which were 
seen after 1932, and these were divided into three groups: 
(1) those with metastasis in the contralateral breast at 
the beginning of treatment (9 cases); (2) those with 
metastasis in the contralateral breast following mastec- 
tomy (10 cases); (3) true bilateral carcinomata (6 cases). 
Only 0-:39% could therefore be regarded as true bilateral 
carcinoma, compared with figures in the literature usually 
given as 2 to 5%. 

Treatment in Group 1 consisted of radiotherapy and 
the administration of male hormone (‘ perandren 
when the growth had ulcerated. In Group 2 small 
metastases without involvement of lymph nodes were 
treated by simple mastectomy followed by irradiation; 
otherwise no operation was performed. Cases in 
Group 3 were treated in the same manner as unilateral 
lesions, that is either by radical mastectomy followed by 
prophylactic radiotherapy or by simple mastectomy on 
the second side when the tumour was small and there 
were no lymph-node metastases. All the cases are 
analysed in detail in a series of tables which show, inter 
alia, the histological findings, the treatment given, and 
the outcome in each case. A. G. Ellerker 


837. The Surgical Significance of the Subareolar Lymph 
Plexus in Cancer of the Breast 

R. N. Grant, E. J. TaBAH, and F. E. Apair. Surgery 
[Surgery] 33, 71-78, Jan., 1953. 7 figs., 7 refs. 


The rate of local recurrence following radical mastec- 
tomy for cancer of the breast is still high, reaching an 
average of at least 10°, and the authors, working at the 
Memorial Center for Cancer and Allied Diseases, New 
York, felt that a further study of the anatomy and 
Physiology of the lymphatic drainage of the breast might 
make it possible to reduce this. The method they used 
was to inject with Evans blue dye the breasts of patients 
about to undergo radical mastectomy, and then carefully 
to dissect the specimens removed. The staining pattern 
of the specimen was taken to indicate the channels and 
direction of lymph flow. 

This investigation has shown that there is a constant 
and characteristic pattern of lymph flow in the breast in 
a centripetal direction towards the areola. The paren- 
chyma of the breast is drained through the intralobular 
and intraductal lymphatics centrally to the subareolar 


plexus, where circumferential flow and pooling occur 
before the outflow to the axilla. The subareolar area 
therefore seems to be a critical region where connexion 
between the parenchyma! lymphatics and the cutaneous 
lymphatics occurs. [This is well shown by several 
excellent diagrams.] 

The authors give it as their opinion that these ana- 
tomical facts indicate the mechanism by which skin 
recurrences may arise, and they suggest that a wide 
surgical clearance of the areolar area by at least 2 cm. is 
necessary as well as sufficient skin clearance in the region 
of the growth. Skin-grafting, they say, should be 
seriously considered in cases with peripheral growths 
where primary closure is not compatible with wide 
clearance of the areolar area as well. A. J. Drew 


838. Survival Time in Women with Disseminated Breast 
Cancer, Following Testosterone Treatment. [In English] 
O. HALLBerG, B. NoHRMAN, and B. SYLVEN. Acta 
radiologica [Acta radiol. (Stockh.)] 39, 161-168, Feb., 
1953. 1 fig., 15 refs. 


The authors report from Radiumhemmet, Stockholm, 
the results of a statistical analysis of the survival times of 
97 patients who were found to have skeletal metastases 
from a primary carcinoma of the breast following radical 
mastectomy. All those with unequivocal signs of visceral 
involvement were carefully excluded. A control series 
belonging to an earlier period had been treated by pallia- 
tive radiotherapy to the bony lesions; the 97 patients in 
the test series were given testosterone in an average . 
weekly maintenance dose of 150 mg. The period of 
survival was calculated from the date when the radio- 
logical diagnosis was established (or if this investigation 
was long delayed, from the time of onset of bony pain) 
until death. 

By this criterion there seemed to be a significant in- 
crease in survival in the androgen-treated group (21 
months) as compared with the control group (15 months). 
When only women in the post-menopausal period (57 
in the test group and 162 in the control group) were 
compared the corresponding figures were 22 and 13 
months. There was, however, no apparent prolongation 
of life by testosterone treatment in the 40 women of 
child-bearing age, all but 4 of whom had previously 
been castrated by irradiation. M. R. Ewing 


839. The Use of Latissimus Dorsi Pedicle Flap Graft in 
Radical Mastectomy 
H. G. Moore and H. N. HarKINs. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.] 96, 430-432, April, 
1953. 4 figs., 2 refs. 


840. Plasma-cell Mastitis 
G. F. Cassie. British Journal of Surgery (Brit. J. Surg.] 
40, 505-508, March, 1953. 3 figs., 12 refs. + 
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Paediatrics 


NEONATAL DISORDERS 


841. On the Comparative Use of Silver Nitrate and 
Penicillin in the Eyes of the Newborn 

H. MALLeK, P. SpoHN, and J. MALLEK. Canadian 
Medical Association Journal [Canad. med. Ass. J.) 68, 
117-119, Feb., 1953. 8 refs. 


With the object of determining whether penicillin can 
replace silver nitrate as a prophylactic against conjuncti- 
vitis in the newborn, the authors applied penicillin oint- 
ment and silver nitrate during alternate months to the 
eyes of all newborn infants at St. Paul’s Hospital, 
Vancouver. Penicillin ointment, 2,500 units per ml., in 
a base which was insoluble in water, was instilled into 
the conjunctival sac of each eye three times a day for 
three days, beginning immediately after birth. In a 
second series of cases 100,000 units of penicillin per ml. 
was instilled in one application immediately after birth. 
All the infants were observed during their stay in 
hespital for evidence of redness in the eye, lacrimation, 
purulent discharge, or swelling of the lids. One month 
after birth and two months post partum a questionary 
was sent to all mothers. 

None of the infants who had penicillin or silver nitrate 
required treatment for ocular infection. In those treated 
with silver nitrate an immediate chemical reaction was 
observed, with swelling of the eyelids, redness, and dis- 
charge. Similar signs of irritation were seen in the 
infants receiving several applications of penicillin oint- 
ment, and this was attributed to repeated manipulation 
of the eyelids, since none of the infants receiving a large 
single application of penicillin ointment showed any signs 
of irritation. All the infants in a control group treated 
with an ointment which did not contain penicillin de- 
veloped conjunctivitis. The questionary revealed slightly 
fewer complaints from the mothers of the penicillin- 
treated infants than from the mothers of infants treated 
with silver nitrate. - C. McCulloch 


842. Causes of Fetal and Neonatal Death with Special 
Reference to Pulmonary and Inflammatory Lesions 

J. B. Arey and J. Dent. Journal of Pediatrics (J. Pediat.) 
42, 1-25 and 205-227, Jan. and Feb., 1953. 7 figs., 
bibliography 


This discussion of the causes of foetal and neonatal 
death is based on the necropsy findings in a consecutive 
series of 102 live-born infants dying within gne month of 
birth and 35 non-macerated foetuses weighing not less 
than 500 g., all examined by the authors at the Charity 
Hospital of Louisiana, New Orleans, between September, 
1945, and October, 1947. In 78% of these cases an 
adequate anatomical cause of death was demonstrated, 
and these are tabulated. Intra-uterine anoxia (23 cases), 
intra-pulmonary hyaline membrane (15), congenital 
abnormalities (14), intraventricular haemorrhage (11), 


bronchopneumonia (10), congenital syphilis (9), and 
intracranial trauma (7) were the most frequent condi- 
tions found, and the role of each as a cause of death at 
this period of life is then discussed in detail, together 
with a comprehensive and critical review of the relevant 
literature. Emphasis is placed on the importance of 
close cooperation between clinician and pathologist in 
order that the true cause of death may be ascertained, and 
it is pointed out that in the absence of any maternal 
record it may be impossible to determine the factors 
responsible. Prematurity is never an adequate explana- 
tion for intra-uterine death and rarely in itself explains 
an extra-uterine death, although its importance as a 
contributory factor can hardly be over-emphasized; 
84 of the present series of 102 live-born infants were 
premature (weighing less than 2,500 g. at birth), but in 
71 of these 84 cases an adequate cause of death was 
demonstrable. Inflanimatory lesions were present as a 
primary or contributory cause of death in 60 of the whole 
series of 137 cases (43%) and were responsible for 23 
deaths (16%). Lesions of the lungs are so frequently 
present that the authors suggest that histological examina- 
tion of multiple sections of the lungs is an essential part 
of the post-mortem examination of a foetus or newborn 
infant: in their series histological examination of the 
lungs alone would have indicated the cause of death in 
49 cases (35%). 

[This lengthy and comprehensive review, in which 129 
references are quoted, cannot be adequately summarized, 
and those interested in this important subject are advised 
to consult the original paper.] Jas. M. Smellie 


See also Psychiatry, Abstract 822. 
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843. The Incidence and Significance of Systolic Cardiac 
Murmurs in Infants 

W.C. Taytor. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 28, 52-54, Feb., 1953. 5 refs. 


In order to assess the incidence and significance of 
systolic cardiac murmurs in the newborn, 1,113 babies 
were examined during a period of 5 months at the Simp- 
son Memorial Maternity Pavilion, Edinburgh. During 
the first 10 days of life repeated auscultation of the heart 
was carried out. In 54 babies (4:8°4) a murmur was 
audible and was classified according to its intensity. 
In 42 cases it was transient, disappearing within 3 days, 
while in 12 the murmur persisted throughout the neo- 
natal period. 

In 10 of 20 infants selected for follow-up study, the 
murmur disappeared during the neonatal period. It 
persisted for 3 months in 2 infants, and for one year in 
2 others. Three children died, evidence of congenital 
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heart disease being found at necropsy in 2 cases but not 
in the third. A loud systolic murmur persisted up to the 
age of 2 in 3 children, who were considered to have con- 
genital heart disease. 

It is concluded that the majority of murmurs in the 
newborn are due to physiological causes. The intensity 
of a murmur is of no significance alone, but when com- 
bined with persistence it may be of some value in the 
diagnosis of congenital heart disease. 

J. G. Millichap 


844. Clinical Tests Relating to Mental Activity in 
Infancy 

E. Coiuis. Lancet [Lancet] 1, 416-420, Feb. 28, 1953. 
8 figs., 29 refs. 


From observations made over a period of 12 years on 
more than 2,000 cases of infantile cerebral deficiency and 
over 500 normal infants at Queen Mary’s Hospital for 
Children, Carshalton, Surrey, the author attempts to 
define the earliest signs of deficient mental maturation 
and motor dysfunction. She concludes that deficient 
mental maturation is shown by lack of normal sub- 
ordination of reflex processes, while motor dysfunction 
is indicated by failure of the reflex processes to operate 
normally. [For the author’s methods of examination of 
the infant, which are described in detail, the original paper 
should be consulted.] I. A. B. Cathie 


845. Pertussis in Infancy as a Cause of Behaviour Dis- 
orders in Children. [In English] 

A. L. ANNELL. Acta Societatis medicorum Upsaliensis 
[Acta Soc. Med. upsalien.| 58, Suppl. 1, 1-222, March 16, 
1953. 3 figs., bibliography. 


846. New Technique of Humidification in Pediatrics 

S. F. RAVENEL. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.| 151, 707-711, Feb. 28, 1953. 
4 figs., 10 refs. 


The author describes a modern technique for the treat- 
ment of respiratory infections in children which, he 
claims, preserves the life-saving value of the steam tent 
while avoiding the danger of burns, discomfort, and 
possible hyperpyrexia. This is achieved by employing 
“cold steam” produced by the nebulization of 
“ alevaire’, an aqueous solution containing glycerin 
(5°) to prevent evaporation, sodium bicarbonate (2%), 
and a detergent or wetting agent (“ triton WR-1339”’, 
an oxyethylated tertiary-octylphenol-formaldehyde poly- 
mer which combines extreme stability, non-toxicity, and 
compatibility with antibiotics with a complete lack of 
haemolytic action). The use of expensive apparatus is 
not necessary and the author describes a cheap, simple, 
and effective device for the production of aerosol mist 
inside any standard oxygen tent or box. 

The viscosity of saliva, bronchiectatic pus, and liquor 
amnii were shown by the author to be reduced by 10%, 
and 24% respectively when alevaire mist was bubbled 
through them in vitro, although it proved impossible to 
dissolve hyaline membrane, produced experimentally in 
guinea-pigs by Bruns’s method and bilateral vagotomy, 
by exposing them to alevaire mist. 


Causes might be saved. 


The method has been used by this author and others 
in a number of hospitals in North Carolina in the treat- 
ment of laryngitis (75 cases), laryngo-tracheo-bronchitis 
(15), severe asthma (40), bronchiolitis (20), Friedlander’s 
pneumonia (6), pertussis (2), poliomyelitis, and kerosene 
poisoning, and after bronchoscopy and tracheotomy. 
Of 18 infants with neonatal atelectasis who were nursed 
in the Trendelenburg position at an angle of 15 degrees 
in a closed oxygen atmosphere with alevaire mist, all 
recovered, whereas the mortality in 45 cases treated by 
orthodox methods was 64°%. The author considers that 
if this treatment were adopted as a routine after all pre- 
mature or Caesarean births, and for all newborn babies 
with respiratory difficulties, many of the 28,000 newborn 
babies who die each year in the U.S.A. from respiratory 
A. W. Franklin 


847. Acute Regional Enteritis in Children 

R. C. Srorrs:and R. A. HOEKELMAN. New England 
Journal of Medicine [New Engl. J. Med.] 248, 320-322, 
Feb. 19, 1953. 31 refs. 


Between 1939 and 1952, 8 children at the Mary Hitch- 
cock Hospital, Hanover, New Hampshire, aged 2 to 11 
years, were found on operation for acute appendicitis to 
be suffering from acute regional enteritis. The diagnosis 
was based on macroscopic engorgement and thickening 
and relative rigidity of a segment of the ileum. In each 
case appendicectomy was performed without drainage 
and the management thereafter was on routine lines. 
The first 5 patients did not receive an antibiotic post- 
operatively and responded as well as the last 3, who 
received [unspecified] antibiotic therapy. The follow-up 
period was over 12 years in 4 cases, over 3 years in 3, 
and less than a year inone. None of the patients showed 
any clinical or radiological evidence of persistence or 
recurrence. 

On the basis of their findings and of a study of the 
literature the authors suggest that acute regional enteritis 
in children should be regarded as a specific entity and not 
an early stage in chronic regional enteritis. They claim 
that it responds to conservative treatment, and that 
appendicectomy is not contraindicated but is, indeed, 
desirable if ambiguity in diagnosis is to be avoided at a 
later date. T. A. A. Hunter 


848. Remnants of the Vitello-intestinal Duct. A 
Clinical Analysis of 88 Cases 

J. AITKEN. Archives of Disease in Childhood [Arch. Dis. 
Childh.] 28, 1-7, Feb., 1953. 1 fig., 16 refs. 


In 88 cases in which remnants of the vitelline duct 
were seen at operation at the Royal Hospital for Sick 
Children, Glasgow, in the last 20 years, the highest 
incidence was in male children under one year of age. 
The condition was directly responsible for the symptoms 
in 73 children (47 male and 26 female) and was discovered 
incidentally in 15. The symptoms simulated those of 
acute or chronic appendicitis in 28 cases, intestinal ob- 
struction (18), intestinal haemorrhage (14), intussus- 
ception (8), umbilical polyp or. fistula (5). In the first 
group the pain and tenderness were to the right of the 
mid-line except in 2 children, in one of whom pain and 
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tenderness were in the left hypochondrium and in the 
other moved about the abdomen. Acute inflammation 
of Meckel’s diverticulum was found in all 28 cases, 
with perforation and diffuse peritonitis in 13 and 
localized abscess in 7. Treatment consisted in simple 
diverticulectomy, except in 4 cases in which the adjacent 
bowel was gangrenous and was resected; there were no 
deaths, a fact attributable to the higher age of the patients 
(74 years) and to early diagnosis and treatment. One 
diverticulum contained a fish bone and was attached to 
a vitello-intestinal cyst. 

In the 18 cases with symptoms of intestinal obstruction 
the diagnosis of a Meckel’s diverticulitis was made at 
laparotomy, except in one case in which the umbilicus 
was indrawn and diagnosis was possible before operation. 
The small bowel was found to be obstructed by the band 
attaching the diverticulum to the umbilicus in a variety 
of ways, which are illustrated in the text. Volvulus 
occurred in 2 patients, who collapsed and died before 
operation could be performed. There were 9 deaths 
following operation, this high mortality being attributed 
to late diagnosis and rapid fluid loss. 

Of the 14 children with intestinal bleeding 6 had had 
previous attacks of melaena, but the rest had a single 
sudden severe haemorrhage requiring emergency opera- 
tion. In 12 the bleeding was due to ulceration of the 
ileal mucosa caused by ectopic gastric mucosa in the 
diverticulum. The ulceration was at the neck in 4, in 
the body of the diverticulum in 6, at the tip in one, and 
at the margin where the diverticulum joined the ileum 
in another. There were 2 deaths in this group. 

Intussusception due to Meckel’s diverticulum was more 
common in older children than in infants. The base of 
the diverticulum formed the apex of the intussusception, 
which was reducible in 7 of the 8 cases; in 3 instances 
the mass was entirely in the pelvis and could be palpated 
only by rectal examination. 

In an infant with an umbilical polyp which has not 
responded to cautery or ligation a fistula may be disclosed 
by the use of a fine probe. Sometimes a connexion 
between the umbilicus and a Meckel’s diverticulum can 
be demonstrated by radiography after injecting the track 
with barium solution. If such a track is present, or if 
biopsy shows intestinal mucosa in the polyp, the abdomen 
should be explored and the congenital remnants excised. 
In the 5 cases here reported (all in male infants) the polyp 
was found to be connected by bands or tracks to a small 
Meckel’s diverticulum, and in one there was a faecal 
fistula. Such a fistula may be wide enough to allow 
bowel to prolapse through it. The polyp and track, as 
well as the diverticulum, may be lined by intestinal, 
duodenal, or gastric mucosa. The track may be lined 
with gastric mucosa when the diverticulum has an ileal 
lining, or vice versa. 

Whenever a child’s abdomen is opened a Meckel’s 
diverticulum should be looked for; 13 of the 15 diverti- 
cula found incidentally in this series were inflamed at the 
time of removal. In 2 babies operated on for exompha- 
los a Meckel’s diverticulum was found and removed. In 
one case a loop of ileum entered the diverticulum and 
two loops emerged with separate mesenteries which 
drained into a duplicated caecum. 


PAEDIATRICS 


The over-all mortality in this series was 17° (15 deaths), 
or if the non-pathological cases are excluded, 20-5%. 
Intestinal obstruction was the most serious complication, 
the mortality in this group being 50%. A diagnosis of 
ulcerated Meckel’s diverticulum should always be con- 
sidered when a thriving infant becomes suddenly pale 
and melaena is present. Even if there is blood in only 
one stool, with no apparent or satisfactory alternate 
explanation laparotomy should be performed. 

{In the use of the term laparotomy the author pre- 
sumably does not imply a large incision and wide expo- 
sure. In a case of suspected Meckel’s diverticulum 
appendicectomy through a small incision and inspection 
of the terminal ileum would seem to be all that is 
required. ] Charles P. Nicholas 


849. Prolonged Obstructive Jaundice in _ Infancy. 
Ill. Liver Function Tests 

D. Y1-YuNG and S. S. American Journal 
of Diseases of Children [Amer. J. Dis. Child.) 85, 13-19, 
Jan., 1953. 10 refs. 


Liver function tests in 156 infants with obstructive 
jaundice have been evaluated. Alkaline phosphatase and 
the flocculation tests are of no aid in differentiating 
between the various causes of obstruction. The floccula- 
tion tests may be helpful in distinguishing between 
obstructive jaundice and other neonatal conditions giving 
rise to jaundice. The presence of bile in the stools and 
urobilinogen in the urine in normal amounts suggests 
incomplete obstruction. Serial bilirubin levels are most 
useful in distinguishing the various causes of obstructive 
jaundice. A slowly rising trend suggests biliary atresia, 
a rapidly falling trend suggests inspissated bile due to 
erythroblastosis or may be indicative of a diffuse hepatitis, 
and a slowly falling or variable trend suggests inspissated 
bile of unknown cause. 

A plan for deciding whether surgery should be under- 
taken in these infants is presented.—[Authors’ summary.] 


850. Recurrent Headache in Children: a Study of 100 
Clinic Cases 

G. R. Krupp and A. P. FrRiepMAN. New York State 
Journal of Medicine {N.Y. St. J. Med.) 53, 43-46, Jan. 1, 
1953. 4 refs. 


During a recent 4-year period 100 children, aged 3 to 
14 years, suffering from headache without evidence of 
organic disease were seen at the Montefiore Hospital, 
New York. Of these patients 75 had migraine and 17 
tension headache. The authors accept the conventional 
criteria for the diagnosis of migraine, and define tension 
headache as that “ occurring in relation to constant or 
periodic emotional conflicts’’. The authors make a 
distinction between tension headache and psychogenic 
(conversion) headache, stating that “ the latter differs 
from tension headache in that there is no demonstrable 
involvement of end organs (muscles or vessels) ”’. 

Diagnosis and aetiology are discussed, with special 
reference to the importance of psychological factors in 
all types. Ergotamine tartrate and caffeine, combined 
with simple psychotherapy, are recommended for the 
treatment of migraine. Winston Turner 
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851. Migraine in Children. A Report of Fifty Children 
G. R. Krupp and A. P. FRIEDMAN. American Journal of 
Diseases of Children [Amer. J. Dis. Child. 85, 146-150, 
Feb., 1953. 3 refs. 


A study of 600 adults with migraine having revealed 
that the onset of headache had frequently dated from 
childhood, 50 children with migraine were subjected to 
intensive clinical, laboratory, and psychiatric investiga- 
tion at the Montefiore Hospital for Chronic Disease, 
New York. 

Precipitating causes were usually related to stress, such 
as school examinations or family quarrels. In 17 of the 
children headaches occurred before the age of 4 years. 
Investigation of the parents of the children showed that 
70°, of them suffered from migraine. It was found that 
the syndrome in children was similar to that in adults, 
except that abdominal symptoms were more prominent. 
The children were usually of superior intelligence, but 
almost all showed some evidence of psychogenic distur- 
bance, such as nail-biting and enuresis. 

The underlying causes of migraine remain unknown, 
but the mechanism of the syndrome is most probably a 
vascular one. The most satisfactory treatment was a 
combination of 1 mg. of ergotamine tartrate with 100 mg. 
of caffeine, the dose being repeated as necessary. 

Wilfrid Gaisford 


852. Subdural Effusions in Infancy: 24 Cases 
A. N. GuTHKELCH. British Medical Journal (Brit. med. 
J.J 1, 233-239, Jan. 31, 1953. 17 refs. 


The presence of a subdural effusion should always be 
suspected in the case of a very young infant—more 
especially a male with a history of difficult birth—who is 
irritable, liable to vomit, and has convulsions. A 
haematoma is the commonest form of subdural effusion 
in infancy, often taking a cyst-like form, with liquefied 
blood-clot filling a cavity lined by a shaggy wall. Once 
the diagnosis has been made by aspiration of the sub- 
dural fluid through the anterior fontanelle, the haema- 
toma must be evacuated completely either through 
burr-holes in the temporal region or by turning down an 
osteoplastic flap, a point of importance being the dis- 
secting out of the walls of the cyst so that the brain may 
expand fully. Sometimes subdural effusion occurs as a 
sequel to subdural meningeal infection, and occasionally 
as the result of venous thrombosis. 

{In this, as in so many conditions occurring during the 
first year of life and, indeed, throughout life, more 
mistakes are made by not looking than by not knowing.] 

G. F. Walker 


853. Recklinghausen’s Disease in Childhood. (Il morbo 
di Recklinghausen nell’infanzia) 

M. CRrisALut. Minerva pediatrica [Minerva pediat. 
(Torino) 5, 118-123, Feb. 28, 1953. 9 figs., 14 refs. 


The author presents 3 cases of Recklinghausen’s disease 


in childhood which he has seen in less than one year at 
the Paediatric Clinic of the University of Genoa. He 
comments on the relative scarcity of such case-reports 
in the Italian literature, which may be due partly to the 
fact that the disease presents in an incomplete form in 


childhood, in many cases only a solitary tumour being 
present. 

In the 3 cases described the disease was localized 
in or near the eye, and all 3 patients had café-au-lait 
patches on the skin. The first was in a girl of 44 years 
who had had strabismus from birth, exophthalmos of 
the right eye from the age of 2, and blindness of the right 
eye later on. Ophthalmic examination revealed signs 
suggestive of retrobulbar neoplasm. Radiography of 
the skull showed enlargement of the right optic 
foramen, and there was marked general obesity. The 
second patient, a boy aged 64 years, also had strabismus 
from birth and increasing exophthalmos, both on the 
left side. Radiography showed enlargement of the left 
orbit and of the left optic foramen. In this case there 
was only mild obesity, confined to the hips. The last 
patient was a girl of 4, who from birth had swelling 
of the right upper eyelid, which later spread diffusely to 
the right cheek. She also developed paresis of the right 
7th cranial nerve, exophthalmos, and strabismus; the 
radiological findings included changes in the right orbit 
and in the right wing of the sphenoid, and biopsy con- 
firmed the diagnosis of neurofibromatosis. 

Of the 900 cases reported in the literature, one-fifth 
occurred in childhood, but many others only diagnosed 
in adult life probably dated from childhood. The 
youngest patient with tumour formation reported so far 
was a child of 9 months. 

The literature is extensively reviewed. 

Ferdinand Hillman 


854. Transverse Myelopathy in Childhood 

R. S. Patne and R. K. Byers. American Journal of 
Diseases of Children [Amer. J. Dis. Child.| 85, 151-163, 
Feb., 1953. 3 figs., 38 refs. 


The authors suggest that the term “‘ transverse myelo- 
pathy ”’ is preferable to “* transverse myelitis ’’, as not all 
cases are infectious in origin and, indeed, the majority 
may have a vascular aetiology and a more benign prog- 
nosis. In this paper from the Children’s Medical Center, 
Boston, 25 cases are reported, of which 15 were associated 
with acute infections and 10 were not. The patients’ ages 
ranged from 6 months to 15 years. 

Early signs were flaccid weakness of the extremities, 
followed in all cases by spasticity persisting for longer 
than a month. The authors consider the lesions con- 
sistent with thrombosis of the anterior spinal artery, the 
so-called “‘ anterior spinal artery syndrome”’, that is, 
involvement of the pyramidal and lateral and spino- 
thalamic tracts, with sparing of the posterior columns. 
The main differences between the infective and non- 
infective cases were: (1) an increase in the protein content 
of the cerebrospinal fluid in the non-infective group, and 
(2) localization of the lesions at the thoracic level in the 
non-infective group and in the lumbar region in the 
infective group. Otherwise the two groups showed no 
marked differences either clinically or in prognosis. 
Only 4 of the affected children failed to regain useful 
function, and there was one death. The value of ACTH 
or cortisone in treatment is discussed. 

Wilfrid Gaisford 
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855. Effect of Fluoridated Public Water Supplies on 
Dental Caries Prevalence 
F. A. ARNOLD, H. T. DEAN, and J. W. KNuTson. Public 
Health Reports (Publ. Hith Rep. (Wash.)] 68, 141-148, 
Feb., 1953. 2 figs., 9 refs. 


The authors report the results for the 7th year of a 
study of the prevalence of dental caries in three areas: 
(1) the city of Grand Rapids, Michigan, to the water 
supply of which sodium fluoride was added from January, 
1945, to maintain a fluoride content of | p.p.m.: (2) the 
town of Muskegon, Michigan, with the same source of 
water supply (Lake Michigan) but without the addition 
of fluoride, as a control area; and (3) the town of Aurora, 
Illinois, whose water supply has a natural fluoride content 
of 1:2 p.p.m. Base-line data on the dental health status 
of 31,007 residents of Grand Rapids aged 2 to 24 years, 
8,304 residents of Muskegon aged 4 to 25 years, and 
8,811 residents of Aurora aged 4 to 20 years were 
obtained; but the present report deals only with the 
findings in children aged 4 to 16 years in each area who 
had not left their respective areas for more than 3 months 
in any one calendar year. The methods of selecting the 
samples of children and of examining and recording the 
findings are described. 

The results show that in Grand Rapids between 1944 
and 1951 there was a reduction of 66°6% in the amount 
of dental caries in 6-year-old children, and of 18-1% in 
16-year-old children, that in Muskegon the comparable 
reductions were only 1-5°%% and 15-5°%% respectively, and 
that in the younger age groups the incidence of caries in 
Grand Rapids was approaching that of Aurora in the 
years 1945-6. The results to date may be expressed by 
saying that the first permanent molar teeth of Grand 
Rapids children are now decaying at a rate which is 
only 57% of the pre-fluoridation rate, that similar reduc- 
tions were not recorded in the control area of Muskegon, 
and that comparison of the 1951 figures for Grand Rapids 
and Aurora suggests that a fluoridated water supply has 
the same beneficial effects as a natural fluoride water. 
(It may be noted that Muskegon will no longer be avail- 
able as a control area, as it has added fluoride to its 
water supply since July, 1951.) F.T. H. Wood 


856. Mortality in the London Fog Incident, 1952 
W. P. D. LoGan. Lancet [Lancet] 1, 336-338, Feb. 14, 
1953. 1 fig., 3 refs. 4 


The unusually dense fog over the Greater London area 
(with a population of about 8,500,000), lasting from early 
on the morning of Dec. 5 to the early morning of Dec. 9, 
1952, caused an increase of about 4,000 in the number 
of deaths registered as compared with the average for 
the corresponding periods in the previous 5 years. This 
increase started on the first day of the fog, reached a 
maximum on the fourth day, and was still present on 
Dec. 15. Both the central part and the outer ring of 


Greater London were affected, the Essex section of the 
latter suffering most heavily and the Kent section least. 
The abnormally high mortality did not occur elsewhere 
in England and Wales during this period. 
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Graph showing deaths in Greater London each day from 
Dec. 1 to 15, 1952 


Although most deaths occurred in those over 45 years 
or under | year of age, all age groups were affected to 
some extent and there was little disturbance of the pattern 
of the age-distribution of deaths. Bronchitis and pneu- 
monia accounted for about one-half of the additional 
deaths, but there was also an increase in mortality from 
other respiratory diseases and cardiac disease. There 
was no increase in deaths from motor-vehicle accidents 
or suicide. The increase in deaths as a result of fog in 
1952 was about twice as great as that recorded in major 
London fogs in 1873, 1880, 1892, and 1948. 

M. Lubran 


INDUSTRIAL MEDICINE 


857. Use of Calcium Ethylenediaminetetraacetate in 
Treating Heavy-metal Poisoning. Report of a Conference 
Held at Massachusetts General Hospital 

H. ForeMANn, M. Rustin, G. L. Matson, and B. KIssIN. 
Archives of Industrial Hygiene and Occupational Medicine 
[Arch. industr. Hyg.] 7, 137-147, Feb., 1953. 6 figs. 


The use of ethylenediaminetetraacetic acid (EDTA) in 
the treatment of heavy-metal poisoning was discussed at 
a conference at the Massachusetts General Hospital, 
Boston, in February, 1952, papers on different aspects 
being read by each of the four authors named. 

EDTA versene ”’, ** sequestrene *’, “* nullapon *’) has 
the property of combining with metallic ions to form 
non-ionic, water-soluble complexes or chelates, such 
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normally insoluble salts as calcium oxalate, barium sul- 
phate, and lead phosphate beirg thus made soluble. The 
possibility of using EDTA for mobilizing heavy-metal 
deposits in bone has therefore been investigated. EDTA 
itself, however, has a strong affinity for calcium, rats 
given an intraperitoneal injection of 400 mg. of EDTA 
per kg. body weight dying within a few minutes in tetany 
due to a deficiency of calcium ions. When fully com- 
bined with calcium as the calcium chelate (Ca EDTA) it 
loses its toxicity, but at the same time the calcium can be 
displaced, for example, by lead, the stability of the lead 
chelate (Pb EDTA) being about 10 times greater than 
that of Ca EDTA. 

The water-soluble chelates formed are readily excreted 
without being broken down and, being non-ionic, enable 
metallic deposits to be mobilized without risk of intoxi- 
cation. Studies with EDTA labelled with radioactive 
carbon show that 60 to 70% of the drug is excreted within 
2 hours and 90 to 95°% within 6 hours when given intra- 
venously. The LD 50 of EDTA for rats is 3 g. per kg. 
by intraperitoneal injection, while effective therapeutic 
doses are well below 500 mg. per kg. In animal experi- 
ments the rates of excretion of yttrium, americium, 
plutonium, and lead in the urine were all greatly increased 
following the administration of Ca EDTA, the route, 
whether intraperitoneal, intramuscular, or by stomach 
tube, making little difference. In the experiments with 
plutonium it was found that urinary excretion of the 
metal was increased partly at the expense of excretion in 
the faeces, but the over-all excretion was greater than in 
the control group. The excess of metal came mostly 
from the skeleton. 

Brief reference is made to the clinical use of Ca EDTA 
in the treatment of-3 cases of acute plumbism, one in a 
child, with marked immediate clinical improvement and 
with no subsequent recurrence of symptoms. EDTA has 
also been used for the solution of renal calculi, the ureter 
being irrigatéd with a 3% solution of the drug, but 
although the stones were successfully dissolved, there 
was severe pain and irritation of the bladder. 

M. A. Dobbin Crawford 


858. Use of Calcium Ethylenediaminetetraacetate in 
Cases of Lead Intoxication 

H. ForeMAN, H. L. Harpy, T. L. SHIPMAN, and E. L. 
BELKNAP. Archives of Industrial Hygiene and Occupa- 
tional Medicine {Arch. industr. Hyg.] 7, 148-151, Feb., 
1953. 7 refs. 


As an aid in collecting information on the use of 
calcium ethylenediaminetetraacetate (Ca EDTA) in the 
treatment of heavy-metal poisoning [see Abstract 857], 
a uniform dosage schedule and a uniform system of case- 
recording are proposed, and a registry of cases has been 
set up under the Director of Health and Safety of the 
U.S. Lead Industries Association. In the present paper 
this scheme is explained and a summary presented of the 
experience gained ‘in the use of the drug in 123 human 
subjects up to July, 1952. Cases of acute, subacute, and 
chronic lead poisoning, lead encephalopathy, and beryl- 
liosis have been treated with EDTA, which has also been 
used as an anticoagulant in transfusions, for ‘* controlled 
bone lysis *’, to lower the serum calcium level in a patient 


with osteolytic metastases from carcinoma of the breast, 
to promote the dissolution of calcified plaques in the 
cornea, in the treatment of ureteral lithiasis, and to 
diminish hypertension. In 13 further cases it has been 
administered to human subjects for research purposes. 

The suggested scheme of dosage is as follows: (1) The 
drug should be given by intravenous drip infusion at a 
rate of not more than 0:5 g. per 30 Ib. (0-37 g. per 10 kg.) 
body weight per hour. (2) The total daily dose should 
be limited to 1 g. per 30 lb. (0-74 g. per 10 kg.), and the 
total dose per week to 5 g. per 30 Ib. (3-7 g. per 10 kg.) 
body weight. (3) Individual courses of treatment should 
be limited to 10 days, with a one-week rest period between 
courses; the maximum dose given over 30 days should 
be 7:5 g. per 30 Ib. (5:5 g. per 10 kg.). 

M. A. Dobbin Crawford 


859. Buscopan in Treatment of Experimental Poisoning 
by Parathion, Methyl Parathion, and Systox 

W. B. DEICHMANN and R. Rakoczy. Archives of In- 
dustrial Hygiene and Occupational Medicine [Arch. 
industr. Hyg.] 7, 152-156, Feb., 1953. 5 refs. 


This paper gives an account of experiments carried out 
at Albany Medical College, New York, on rats poisoned 
with the organic phosphate insecticides parathion, 
methyl parathion, and systox, in order to determine the 
comparative antidotal efficacy of ** buscopan *’ (scopol- 
amine n-butyl bromide), atropine sulphate, ** Compound 
GT-158 ”’ (a ganglion-blocking agent), and “ bistrium ” 
(hexamethonium bromide) with and without the addition 
of glucose, thiopentone, nikethamide, or oxygen. The 
poison was given as a 1°% solution in corn oil by stomach 
tube, and the antidote was given immediately afterwards 
in a single dose by intraperitoneal injection. The precise 
doses are recorded and the results tabulated. Buscopan 
was found to be the most effective in parathion poisoning, 
its effect being enhanced by the addition of glucose, while 
atropine was the most effective in methyl parathion 
poisoning and was similarly aided by glucose. GT-158 
and bistrium were in every case less effective, bistrium 
even increasing the toxicity of parathion. The use of 
oxygen was helpful; thiopentone had little effect, and 
nikethamide was harmful. 

Buscopan is less toxic to animals than atropine and 
produces less tachycardia, mydriasis, and stimulation of 
the central nervous system. M. A. Dobbin Crawford 


860. Urinary Excretion of paraNitrophenol follow 
Exposure to Parathion 

J. LiepenN, R. K. WALDMAN, and L. Krause. Archives 
of Industrial Hygiene and Occupational Medicine [Arch. 
industr. Hyg.] 7, 93-98, Feb., 1953. 2 figs., 4 refs. 


During the summer of 1952, an investigation was made 
by the staff of the Connecticut Department of Health 
into the urinary excretion of paranitrophenol (a detoxica- 
tion product) by persons exposed to the insecticide 
parathion. Specimens of urine were obtained from 11 
men engaged in mixing and spraying solutions of para- 
thion, and from 23 schoolboys employed in harvesting 
tobacco which had been sprayed with 1% parathion. 
The tobacco plants had been soaked by rain soon after 
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being sprayed and the leaves were wet when picked. 
Moreover the boys had worked, contrary to orders, in 
bathing suits, so that there was ample opportunity for 
skin contact, and of the 23 boys examined, 15 had be- 
come ill with symptoms resembling those of food poison- 
ing or virus infections. None of the other persons from 
whom specimens were taken showed any sign of illness 
possibly attributable to parathion, with the exception of 
one boy of 18 who mixed the 1% solution of parathion 
used for spraying from the air. He had been in the 
habit of discarding his protective clothing, and had twice 
been found working in gloves and mask, but stripped to 
the waist. He complained of abdominal pain, anorexia, 
nausea, and malaise, and on direct questioning said he 
had noticed muscular twitching in his eyes, legs, and fore- 
arms. His pupils were unequal in their reaction to accom- 
modation and to light, and there was slight spasm over 
the right lower quadrant of the abdomen. paraNitro- 
phenol was present in his urine in a concentration of 
47 xg. per 100 ml. He stopped work until his symptoms 
had subsided and his urine was clear, but 18 days after 
resuming work he was again excreting paranitrophenol 
to the extent of 12 wg. per 100 ml. urine. One of the 
pilots engaged in spraying was found to be excreting 
45 yg. of paranitrophenol per 100 ml. urine, but had no 
symptom of illness. 

The paranitrophenol excretion of the 15 boys who were 
taken ill differed little from that of their 8 fellows who 
showed no sign of illness. With the exception of one 
boy who was found to be excreting 45 jug. of paranitro- 
phenol per 100 ml. urine (and was sent home), the para- 

‘ nitrophenol excretion in both groups of boys when first 
examined varied between ni/ and 27 pg. per 100 ml. 
urine. Estimation of the cholinesterase activity of the 
blood in 5 of the boys who were ill gave no indication 
of parathion poisoning, that of the erythrocytes being in 
no case less than 84° of the normal value, while that of 
the plasma was between 100 and 112% of normal in 
4 of the 5. After a second spraying there was no recur- 
rence of iliness, but the average paranitrophenol excretion 
of 18 boys on the following day was 17 pg., with a maxi- 
mum of 25 yg. per 100 ml. of urine. Of 12 specimens 
examined 2 weeks later, when the boys went home, para- 
nitrophenol was present in 7, to the extent of 5 to 11 jg. 
per 100 ml. Air samples from the fields, taken 1 to 2 
hours after the spraying, contained less than 0-05 mg. of 
parathion per cubic metre, but parathion residue was 
found on the leaves on the second and sixth days after 


spraying. M. A. Dobbin Crawford 
861. An Investigation into the Removal of Radioactive 


Contamination from the Hands 
J. GreGory. British Journal of Industrial Medicine (Brit. 
J. industr. Med.) 10, 32-40, Jan., 1953. 4 refs. 


The author investigated the comparative value of 
different washing agents in removing radioactive con- 
tamination from the hands of workers engaged in 
processing radioactive materials. The radioactive sub- 
stances chosen were radium residues and uranium 
peroxide, and the bases used to hold them were petroleum 
jelly and talc. Altogether 11 cleansing agents were com- 
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pared. Monitoring of the hands for alpha particles was 
used to detect contamination before and after a number 
of cleansing operations. [For details of the preparation 
of the contaminants, the cleansing agents, the test pro- 
cedure, and the results, the paper must be consulted in its 
original form.] Under the conditions of the test hard 
soap (white Windsor) was most effective in removing 


_contamination with radium in a greasy base, and a 


mixture of equal parts of soap powder and woodflour 
was most effective in removing dry contaminants made 
up in talc. Edward M. McGirr 


862. Criteria for the Evaluation of the Health Hazard 
in Dusty Occupations. (Criteri di valutazione della peri- 
colosita nelle lavorazioni silicotigene) 

L. PARMEGGIANI, Medicina del lavoro (Med. d. Lavoro] 
44, 65-74, Feb., 1953. 9 refs. 


In this paper from the University of Milan the author 
discusses the criteria available for the evaluation of the 
risk of silicosis in dusty trades. Inquiries based on the 
present health of groups of employees give information 
on past exposure, but are of little value in estimating 
whether a risk is still present. Reliance must therefore 
be placed on physico-chemical methods of examination 
of dust; analysis of the materials from which dust is 
produced is not sufficient, as the dust may differ widely 
in composition from the material itself, 

The relative value and uses of fifteen methods of dust 
sampling are given. It is concluded that thermal and 
electrostatic precipitators give the best results in 
numerical counting of particles, the former particularly 
for particles of less than 5 jy in diameter. For the 
quantitative determination of free silica by chemical 
methods, the Soxhlet filter paper and the salicylic-acid 
filter are recommended. Petrographic analysis is only 
of value where the particles are larger than 8 p in dia- 
meter; with small particles the x-ray diffraction method 
gives good results. The quantitative determination of 
free silica in any sample of industrial dust may be under- 
taken by the combination of x-ray diffraction analysis 
with chemical methods, preferably by fusion of the sample 
with potassium bisulphate and subsequent treatment with 
phosphoric and hydrofluoric acids. 

The risk of contracting silicosis depends on many 
different factors, which are summarized as follows: (1) 
objective factors, that is, nature of the material, or 
presence of free silica; (2) environmental factors; (3) 
the effectiveness of any methods of prevention in use 
such as local ventilation or respirators; (4) human 
factors, both collective and individual. The estimation 
of the siiicosis risk in a working process must be based 
on the study of all these factors and must therefore be 
undertaken by experts in this field. Examples are quoted 
of various attempts which have been made to establish a 
maximum permissible dust concentration, but it is con- 
cluded that in the present state of our knowledge it is 
not possible todo so. Investigations are being continued 


by the U.S. Public Health Service, the Silikoseforschungs- 
institut, Bochum, and the Clinica del Lavoro, Milan, 
and it is hoped to establish figures of maximum allow- 
able dust concentrations for particular industries. 

L. G. Norman 


Toxicology and Forensic Medicine 


863. Toxic Reactions due to Intravenous Iron 
1. M. Lipracu. British Medical Journal (Brit. med. J.] 
1, 21-24, Jan. 3, 1953. 29 refs. 


The reactions of 2 patients with active tuberculosis to 
the intravenous injection of a proprietary preparation of 
iron are described. One patient had a convulsion within 
one minute, but rapidly recovered; subsequent intra- 
venous injections of another preparation were followed 
by a mild general reaction. The second patient, an 
asthmatic, developed dyspnoea and cyanosis, for which 
adrenaline had to be given. She received a number of 
intravenous injections subsequently, the reaction depend- 
ing on the size of the dose, the most severe reaction 
occurring after a dose of 100 mg. or more. 

The possible causes of the reactions are discussed at 
considerable length. J. M. Barnes 


864. Parathion Poisoning in Children 
J. M. JoHNsTON. Journal of Pediatrics [J. Pediat.] 42, 
286-291, March, 1953. 9 refs. 


865. Acute Phenobarbitone Poisoning: 33 Cases in a 
Children’s Home. (Sur 33 cas groupés d’intoxication 
aigué par le gardénal dans un établissement d’enfants) 
R. MANDE, P. DescLAux, A. SOULAIRAC, and —. BEUCHER. 
Bulletins et Mémoires de la Société médicale des hépitaux 
de Paris [Bull. Soc. méd. Hép. Paris] 69, 44-52, Jan. 9-16, 
1953. 7 refs. 


This study of acute phenobarbitone poisoning comes 
from a children’s home in Paris for mentally retarded 
and epileptic girls. Before breakfast’ 33 children 
received one to two tablespoonfuls of a syrup which in 
error contained 1-5 g. instead of 0-1 g. of “ gardenal ” 
per tablespoon. Within 15 minutes all the girls except 
one suffered from unsteadiness and malaise and fell to 
the ground, becoming unconscious after 3 minutes. 
Vomiting was notably absent. Each child was given 
0:25 mg. of apomorphine by injection and gastric lavage 
within $ to 1 hour, and thereupon 7 regained conscious- 
ness. The remaining 26 were given 0-1 g. of amphetamine 
subcutaneously and after 14 hours all but 9 of the 
children had regained consciousness. In these last 9 the 
coma was much deeper. They were given injections of 
0-1 g. of amphetamine every half-hour; 7 children were 
also given strychnine, but even in doses of only 15 mg. it 
was badly tolerated and was discontinued. 

By the afternoon, that is, after some 10 hours, only 2 
children remained comatose. One was a child aged 15 
years who had received 3 g. of phenobarbitone; she had 
vomited during gastric lavage and had probably inhaled 
some vomit. Bronchial aspiration, and the administra- 
tion of oxygen and picrotoxin (10 to 25 mg. hourly 
aliernately by intravenous and intramuscular injection), 
maorkedly improved her condition. Intramuscular injec- 
tions of penicillin and coramine, and intravenous 


isotonic glucose saline were also given. The child 
regained consciousness after 34 days, and was able to get 
up after a week. There were no clinical sequelae,’ the 
electroencephalogram was unchanged, and her epileptic 
fits returned on the tenth day. The other child received 
similar treatment but no bronchial aspiration, and 
recovered after 5 days. 

An older girl aged 18 years who received 1-5 g. pheno- 
barbitone did not lose consciousness until 3 hours later. 
After 2 injections of 10 mg. of amphetamine she recovered 
within half an hour. 

The authors stress the danger of using concentrated 
solutions of dangerous drugs, previously prepared, for 
dilution at the time of use. They are also of the opinion 
that gastric lavage is not without danger in such cases 
and should be discontinued. They confirm the value 
of amphetamine and picrotoxin in phenobarbitone 
poisoning. I. Ansell 


866. The Forensic-medical Importance of the Quantity 
of Barbituric Acid Derivatives in Urine. I. A Methodical 
Study. [In English] 

A. ALHA. Annales medicinae experimentalis et biologiae 
Fenniae [Ann. Med. exp. Biol. Fenn.| 30, 203-213, 1952. 
14 refs. 


. The chemical detection and quantitative estimation of 
barbituric acid derivatives in body fluids has become 
increasingly important medico-legally in view of the ever- 
mounting consumption of these drugs. Different 
barbiturates are disposed of by the body in different 
ways; only a few are excreted in the urine as such, and 
some are completely decomposed and cannot be detected 
in the urine at all. 

The object of the present investigation, reported from 
the University of Helsinki, was to study the applicability 
of certain methods of extraction and purification to the 
quantitative isolation of derivatives of barbituric acid 
from the urine of living persons. The precipitation 
methods investigated were: (1) the Stas—Otto process; 
(2) the acetone method; (3) the lead acetate method; and 
(4) the sodium hydroxide precipitation method. For 
purification of the crude materials the author used 
magnesium oxide with charcoal, or charcoal alone, or 
charcoal with calcium carbonate. A known quantity of 
12 different barbiturates was dissolved in urine and the 
drug recovered by the methods listed above. 

The results tended to show that of the precipitation 
methods those using sodium hydroxide and lead acetate 
were best, and when these were combined with purifica- 
tion by charcoal or magnesium oxide and charcoal, a 
** fairly good idea’’ of the quantity of barbituric acid 
derivatives in the urine could be obtained. _[If, however, 
the chemical constitution of the drug has already been 
altered before excretion, these methods are of no help.] 

Gilbert Forbes 
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Anaesthetics 


867. Clinical Experiences with Clopane ’’ Hydro- 
chloride. A Preliminary Report 

N. P. JoHNsoN and E. H. Cousie. Current Researches 
in Anesthesia and Analgesia (Curr. Res. Anesth.] 32, 
66-70, Jan.—Feb., 1953. 2 figs., 6 refs. 


** Clopane ”’ is a synthetic sympathomimetic compound 
1-cyclopentyl-2-methylaminopropane (cyclopentamine) 
hydrochloride, the vasopressor effect of which is much 
greater than its cerebral stimulant effect. 

The authors report its effect in maintaining blood 
pressure during spinal analgesia in a series of 56 cases. 
A dose of 25 mg. of clopane was given intramuscularly 
with the procaine used for infiltration immediately before 
the lumbar puncture, and subsequent doses were given 
during the course of the operation either by the same 
route or intravenously; in the latter event the dose given 
was 5 to 10 mg. The vasopressor response is described 
as good” in 50%, “* fair’’ in 34%, poor” in 12-5%, 
and “* ineffective ’’ in 3-5°% of the cases. ” 

The drug was also given intramuscularly to conscious 
normal subjects at rest and its effect compared with that 
of ephedrine and of ** neosynephrine ’’ (phenylephrine). 
It produced a more gradual and less marked pressor 
effect than ephedrine, and in duration of effect it was 
intermediate between the other drugs. No signs of 
stimulation of the central nervous system were observed. 

Clopane is described as being a “* moderately effective ”” 
drug worth further study. Donald V. Bateman 


868. isoPropyl Chloride—a New Anaesthetic. 
propylchlorid—ein neues Analgeticum) 

H. Kituian. Archiv fiir klinische Chirurgie (Arch. klin. 
Chir.] 274, 225-236, Feb. 9, 1953. 4 figs., 19 refs. 


isoPropyl chloride was selected by the author from 10 
possible anaesthetic agents tested during the years 1938 
and 1939 because of its favourable boiling point (36-5° C.) 
and its high solubility in water and oil. In animal 
experiments it proved a less toxic and more effective 
anaesthetic than ether. It is claimed that the German 
preparation is chemically purer and more stable than 
that available elsewhere. Its smell is slight and not un- 
pleasant, but its chief advantages are its rapid action and 
the speed with which the patient recovers from the 
anaesthesia. It does not produce vomiting, and patients 
can eat and walk about both before and after anaesthesia, 
an especial advantage in out-patient practice. No 
damage to the liver or other vital organs has been 
demonstrated in animals or man. It has, however, the 
disadvantage that, like cyclopropane and- similar com- 
pounds containing three carbon atoms, it increases the 
_ irritability of the heart. This action disappears on re- 
ducing the concentration of the drug. 

From his experience of 30,000 administrations of the 
anaesthetic in Germany the author claims that isopropyl 
chloride is an effective substitute for ethyl chloride and 
can replace trichlorethylene as an anaesthetic. It is 


(Iso- 


also more pleasant for both anaesthetist and patient 
once the technique of administration has been mastered. 
Stress is, however, laid on the advisability of rapidly 
passing through the stage of excitement. In the absence 
of a suitable closed-circuit apparatus and extensive 
experience it is inadvisable to use isopropyl chloride for 
deep or prolonged anaesthesia. Robert Hodgkinson 


869. Evaluation of Trichloroethylene as an Anesthetic 
and Analgesic Agent 

W. K. C. R. STEPHEN, and P. W. SEARLEs. 
Archives of Surgery [Arch. Surg. (Chicago)] 66, 35-47, 
Jan., 1953. 3 figs., 9 refs. 


As there have been a number of conflicting reports 
regarding the toxic effects of trichlorethylene the 
authors, at Duke University Hospital, North Carolina, 
have studied the value of this agent as an anaesthetic in a 
large series of obstetrical patients, and also in a group of 
325 general surgical patients as a supplement to thiopen- 
tone, curare, and nitrous-oxide-oxygen anaesthesia. 
They report that when trichlorethylene was given as an 
analgesic in the first stage of labour in a vapour con- 
centration below 0-5%, no cardiac arrhythmias were 
produced and analgesia was excellent. In 107 cases in 
which trichlorethylene—nitrous-oxide—oxygen anaesthesia 
was induced for delivery the electrocardiogram showed 
arrhythmias in 44-8°% of cases; it is suggested that the 
occurrence of arrhythmias depends on the vapour 
concentration rising over 0-5%. In the series of 325 
general surgical patients trichlorethylene was dis- 
continued in 15 cases owing to the development of 
bradycardia or irregularity of the pulse. No toxic 
effects, however, on either the liver or kidneys were 
observed. 

The authors issue the warning that trichlorethylene is 
an analgesic drug and should be used only for that 
purpose or as a supplementary agent to other drugs for 
anaesthesia; it should not be used as a primary anaesthetic 
agent as the higher vapour concentration required may 
be dangerous. A. M. Hutton 


870. Paralysis with Saddle-block Anesthesia in Ob- 
stetrics 

H. E. Rosensaum, F. B. Lonc, T. R. Hincuey, and 
S. A. TRUFANT. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat. (Chicago)] 68, 783-790, Dec., 
1952. 22 refs. 


Holding the view that the potential dangers of spinal 
analgesia are insufficiently appreciated, the authors have 
carried out a follow-up investigation of 1,272 patients 
who received “* saddle-block ’’ analgesia for an otherwise 
normal delivery at the St. Louis Maternity Hospital, 
St. Louis, between June, 1947, and June, 1950. 

The lumbar puncture was performed under conditions 
of the strictest asepsis. In the first 321 patients pipero- 
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caine hydrochloride (** metycaine *’) in 1-:5% or 3% solu- 
tion was given, but this had to be abandoned because the 
duration of analgesia was too short; to the other 951 
patients 1 ml. of 1 in 400 cinchocaine in 5% glucose was 
administered. 

The only complication in the immediate postpartum 
period was headache in about one-fifth of the patients, 
who, however, were asymptomatic at the 6-week post- 
partum examination. In response to a request 358 of 
the women attended for follow-up examination at 
intervals varying between 3 months and 4 years from the 
date of spinal analgesia. At the time of the follow-up 
examination 6 had developed a paraplegia due to adhe- 
sive arachnoiditis, which was confirmed at laminectomy 
in 4 patients and diagnosed by contrast myelography in 
the other 2. 

Attention is drawn to the latent interval of some weeks 
before symptoms develop, and to the fact that most pub- 
lished reports of cases of spinal analgesia make no 
reference to re-examination of the patients later than 
about 2 weeks. It is suggested that in the gravid woman 
the circulation in the vertebral vessels may be impaired, 
thus allowing the concentrated hyperbaric solutions used 
in spinal analgesia to be in contact with the nervous 
tissues for a long period before they are absorbed. 

[British workers will wholeheartedly echa@ the final 
sentence of the paper: ‘“‘Spinal anesthesia is too danger- 
ous to justify its use in the uncomplicated obstetrical 
case ”*.] Donald V. Bateman 


871. Continuous Segmental Thoracolumbar Epidural 
Block 

F. P. ANssro, F. S. LAttert, and B. BoDELL. Current 
Researches in Anesthesia and Analgesia (Curr. Res. 
Anesth.] 32, 73-89, March-April, 1953. 10 figs., 40 refs. 


872. Controlled Hypotension in Neurosurgery, with 
Special Reference to Hypotension Induced by Pneumatic 
Suction Applied to the Legs 

A. JAMES, R. L. CouLter, and J. W. SAUNDERS. Lancet 
[Lancet] 1, 412-416, Feb. 28, 1953. 1 fig., 11 refs. 


The special technical problems of neurosurgery in 
relation to raised intracranial pressure and vascularity of 
the operative field are fully described and discussed in 
this paper from the Neurosurgical Unit, Dunedin 
Hospital, New Zealand. The authors make a convincing 
case for controlled hypotension in so far as it reduces 
blood loss, the duration of, operation, and herniation of 
the brain, as by so doing it increases the success of opera- 
tion and lowers the mortality. They had previously found 
that the administration of hexamethonium bromide alone 
produced adequate hypotension and haemostasis in only 
about half their cases, and moreover often required the 
operating table to be tilted to an angle of 30 degrees, a 
position which made posterior-fossa and frontal opera- 
tions practically impossible. 

A careful study was therefore made of 300 cases, 150 
of which were operated on without controlled hypo- 
tension as a control series; in the other 150, hypotension 
was produced by hexamethonium bromide and posture 
in 100 cases, and in 50 hexamethonium bromide therapy 


was reinforced by suction applied to the lower extremities. « 
This was obtained by enclosing the feet and legs in an 
airtight wooden box to which negative pressure could be 
applied. [For details of this method the reader is 
referred to the original article, in which the apparatus is 
clearly illustrated and described.] 

For the sake of simplicity the comparison of results 
was confined to operations for craniotomy and laminec- 
tomy. It was found that reinforcement of the hypo- 
tensive drug by suction applied to the lower limbs 
reduced the number of blood transfusions required by 
25 to 30%, and also reduced the duration of anaesthesia. 
Hexamethonium bromide and posture gave a satisfactory 
degree of hypotension in only 54°% of cases, but this was 
increased to 75°% in those receiving suction to the limbs, 
and the dose of hexamethonium required was reduced 
by one-third. The mortality in patients undergoing 
craniotomy in the three groups, normotensive, hypo- 
tensive, and hypotensive plus suction, was 18-6%, 15-4°%, 
and 11-1°%% respectively. In the laminectomy group satis- 
factory hypotension and haemostasis was increased from 

°, of cases to 92°% by the use of suction. Furthermore, 
it was found possible to maintain the patients receiving 
suction at or near the horizontal position and still obtain 
satisfactory hypotension. The degree of hypotension 
can be readily regulated by increasing or decreasing the 
amount of suction applied to the legs. 

Estimations of the cerebral oxygen tension, renal 
function tests, and electrocardiography failed to reveal 
any significant anomalies, but special precautions should 
be taken with patients known to have renal or coronary 
arterial damage. Michael Kerr 


873. On the Rectal Administration of Sodium Thio- 
pentone to Children 

I. H. McDonaLp. Medical Journal of Australia (Med. 
J. Aust.) 1, 174-179, Feb. 7, 1953. 5 refs. 


The psychological trauma inflicted on a child by un- 
pleasant induction of anaesthesia may be considerable 
and may possibly give rise to a number of psychological 
sequelae at a later date. The author therefore recom- 
mends rectal administration of thiopentone, by the 
anaesthetist himself in the anaesthetic room, for induction 
of anaesthesia in children up to the age of 8 years. The 
dosage employed in patients at the Melbourne Children’s 
Hospital was 20 mg. of thiopentone per Ib. (44 mg. per kg.) 
body weight in a 10% solution in water, with a maximum _ 
of 2 g. Of 198 children, 186 (94°) were either asleep 
or drowsy on induction of anaesthesia. Failure to induce 
sleep in the remainder was due to the fact that the enema 
had not been retained by the patient. These results 
compared favourably with those obtained in another 
group of 48 children receiving pentobarbitone by mouth, 
35 (73%) of whom were asleep or drowsy on induction 
of anaesthesia. A comparison was also made between a 
group of children premedicated by rectal administration 
of thiopentone and a second group in which no pre- 
medication was given; it was found that fear of a further 
anaesthetic was about three times as common in the un- 
premedicated group as in the group receiving thiopentone 
per rectum. A. M. Hutton 
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874. Myelographic Demonstration of Spinal Cord Meta- 
stases from Primary Brain Tumors 

E. H. Woop, J. M. TAveras, and J. L. Poot. American 
Journal of Roentgenology, Radium Therapy and Nuclear 
Medicine [Amer. J. Roentgenol.] 69, 221-230, Feb., 1953. 
5 figs., 16 refs. 


The value of myelography in the diagnosis of tumours 
of the spinal cord that have arisen as metastases from a 
primary cerebral or cerebellar neoplasm is discussed. 
In a review of the literature the authors found that 
metastasis from one part of the central nervous system 
to another by way of the cerebrospinal fluid is not un- 
common; Cairns and Russell (Brain, 1931, 54, 377) 
demonstrated such metastases in one-third of their 

' patients with intracranial tumours arising both below 
and above the tentorium. 

Two forms of deposit are described: (1) a discrete 
nodular form which may invade the cord from the 
surface, and (2) a diffuse meningeal plaque-like growth. 
Microscopically, the tumours resemble the parent 
growth. Clinically, the growths produce the symptoms 
and signs of cord compression in varying degree. 
Tumour cells may be present in the cerebrospinal fluid. 

At the College of Physicians and Surgeons, Columbia 
University, New York, 4 patients, 2 with cerebral glio- 
blastoma multiforme and 2 with cerebellar growths— 
one medulloblastoma and one haemangioblastoma— 
were examined by myelography. All 4 cases showed 
multiple filling defects in the column of opaque medium, 
which were characteristic of secondary foci. The lesions 
varied in size from 1 mm. to 2 cm. in diameter and were 
rounded or oval, being situated mainly on the dorsal 
surface of the cord; the latter was not displaced. After 
irradiation of the affected sites some of the lesions were 
found on re-examination to have disappeared in one 
case, and in a second to be reduced in size. The 4 cases 
are described, with illustrative radiographs. The authors 
conclude that this examination is justified when signs 
suggestive of secondary growth in the spinal cord appear, 
since irradiation appears able to offer at least palliation 
of the symptoms. A. M. Rackow 


875. On the Visualization of Ulcerative Processes using 
Hydrogen Peroxide in the Contrast Medium. A Pre- 
liminary Report. [In English] 

P. KLAMi. Acta radiologica [Acta radiol. (Stockh.)| 39, 
98-104, Feb., 1953. 10 figs. 


The fact that oxygen is liberated from hydrogen per- 
oxide in the presence of blood or pus has been utilized 
by the author at the University of Helsinki in the radio- 
logical examination of the oesophagus and stomach. 
The contrast medium is barium sulphate mixed with 3°% 
hydrogen peroxide in water. Foam formation, causing 


a bubbly filling defect, is localized to the site of ulceration 
provided there is no other blood or pus in the area, that 
is, provided any blood or pus is removed by lavage before 
the examination. The method has been applied mainly 


in suspected early cases of carcinoma of the oesophagus 


and stomach and also in cases where cicatricial and 
ulcerative changes require differentiation. Foam forma- 
tion is seen in the stomach both in cases of ulcerative 
carcinoma and in cases of haemorrhagic gastritis; the 
author does not therefore regard the method as of any 
real practical significance in gastric examinations. On 
the other hand, the technique is considered to be of value 
in the examination of narrow passages such as the oeso- 
phagus. In the normal oesophagus and in a patient with 
corrosive stricture of the oesophagus, foam formation was 
not observed: in 3 cases of carcinoma of the oesophagus, 
which are illustrated, local formation of foam was a 
marked feature. 

The author suggests that if a suitable medium can be 
found the technique might be applied to retrograde pyelo- 
graphy: hydrogen peroxide is incompatible with the 
organic iodine compounds generally used as contrast 
media. Kenneth A. Rowley 


876. Tracheal Buckling. Differential Roentgen Sign 
M. H. Poppet, H. G. Jacosson, and S. B. DEwING. 
Archives of Otolaryngology [Arch. Otolaryng. (Chicago)]| 
57, 44-50, Jan., 1953. 6 figs., 10 refs. 


The radiological differential diagnosis between inflam- 
matory disease (usually tuberculosis) and carcinoma of 
the upper lobe of the lung may be very difficult, so the 
authors, working at the Veterans Administration 
Hospital, New York, set out to ascertain if ‘‘ one or more 
of the existing criteria could be utilized as a stable 
differential factor *’. They soon observed that in broncho- 
genic carcinoma it is unusual to find angulation of the 
trachea (‘* tracheal buckling *’) towards the side of the 
disease; in 263 cases of bronchogenic carcinoma such 
buckling was noted in only 7 cases [2°66°,—not 0-03°% as 
stated by the authors]; it was not seen once in 80 cases 
of pneumonia, only once in 12 cases of Boeck’s sarcoid 
(8°), but was present in 63 of 115 cases of pulmonary 
tuberculosis (54-8°,). 

The cause of the buckling is the fibrosis and contraction 
of the upper lobe. In malignant disease the process does 
not go on long enough for this to happen, and also the 
bulk of the tumour may preclude shrinking which is 
severe enough to shift the trachea. In the authors’ 
experience the sign is found in carcinoma only where 
there is concomitant tuberculosis or where obstruction 
of a main bronchus produces atelectasis of the whole 
lung. In scoliosis the trachea may be deflected from the 
mid-line, but it is never angulated or sharply buckled. 
Surgical measures often cause tracheal deviation, but 
such deviation is “ smooth and mild” unless there 1s 
considerable fibrosis in the upper hemithorax. It 1s 
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concluded, therefore, that if sharp tracheal buckling is 
seen after operation, residual tuberculosis should be 
suspected. F. W. Watkyn-Thomas 


877. Diagnosis of Pulmonary Metastases. A Study of 
105 Cases 

P. E. Russo and C. J. CAVANAUGH. 
logy] 60, 198-201, Feb., 1953. 9 refs. 


The authors discuss the radiological recognition of 
pulmonary metastases on the basis of the post-mortem 
findings in 105 cases—49 of which were in men and 56 
in women—studied at the University of Oklahoma School 
of Medicine. Of the 105 patients 80 were over 40 years 
of age. 

The authors conclude that in some cases the radio- 
logical diagnosis of pulmonary metastases may be diffi- 
cult or even impossible without a biopsy; also that the 
appearance of the metastases gives no indication of the 
nature or site of the primary tumour. In cases where a 
primary tumour is not apparent, they consider that the 
most likely place to look for it is the genito-urinary tract, 
this being the site of the primary tumour in 40% of the 
105 cases studied. Occasionally the primary growth may 
not be found even at necropsy. This, according to the 
authors, is likely to occur in cases with widespread 
secondary deposits, particularly when the type of the 
cells is undifferentiated. Since cancer of any organ may 
produce pulmonary metastases, they recommend that 
follow-up radiographs of the chest be taken at regular 
intervals in all cases of malignant growth except car- 
cinoma of the skin. A. Orley 
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878. The Appearance of the Internal Mammary 
Arteries in Coarctation of the Aorta. [In English] 

P. ODMAN. Acta Radiologica [Acta radiol. (Stockh.)| 
39, 47-56, Jan., 1953. 10 figs., 9 refs. 


The internal mammary arteries are among the most 
important vessels in the collateral system in cases of 
coarctation of the aorta. They can of course be clearly 
shown by angiocardiography and thoracic aortography, 
but it is also possible in the majority of cases to demon- 
strate the dilated, tortuous vessels in routine lateral 
radiographs of the chest. 

In this paper from the X-ray Department, Sédersjuk- 
huset, Stockholm, the author describes their appearance. 
They are seen close to the anterior thoracic wall as a soft- 
tissue band of varying width, and sometimes present 
double contours here and there owing to superimposition 
of the two vessels; the band narrows as it passes down- 
wards. In some cases it is possible to visualize pulsation 
during fluoroscopy. Where there is depresson of the 
sternum the vessels may be completely hidden, and the 
special technique described for these cases is as follows. 
The exposure is made during full inspiration using a long 
focus—film distance (2:25 m.), a long object—film distance 
(30 to 40 cm.), and a high tube voltage (110 kV), while a 
small primary aperture is used to eliminate secondary 
radiation. The demonstration of dilated internal mam- 
mary arteries may be an important diagnostic sign in 
atypical cases, and is also of importance in assessing the 
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extent of the collateral circulation, while observation of 
the regression in the size of the arteries after operation is 
of prognostic value. John H. L. Conway-Hughes 


879. A Comparative Clinical Study of Priodax and 
Telepaque, including 1,000 Examinations 

W. M. WuiTeHouseE and O. MARTIN. Radiology [Radio- 
logy) 60, 215-221, Feb., 1953. 4 figs., 12 refs. 


The authors report from the University of Michigan, 
Ann Arbor, a comparative study of the effects of two 
cholecystographic media—* telepaque and priodax ”’ 
—the investigation being divided into two parts. 

In the first part of the study the side-effects following 
the use of the two preparations were compared in a 
carefully controlled series of 900 cases. It was found 
that telepaque produced fewer and less intense side-effects 
than priodax when a dose of 3 g. of either preparation 
was used. Details of the results are presented in a table. 

The second part was concerned with the quality of 
visualization. In 1,000 routine gall-bladder examina- 


tions, 500 with telepaque and 500 with priodax, the 


proportion of excellent gall-bladder shadows was three 
times as great with the former as with the latter, and the 
number of cases with faint shadows resulting from the 
use of telepaque was demonstrably smaller. In 151 cases 
examined with both preparations, the use of telepaque 
resulted in denser gall-bladder shadows in 65% of the 
cases. It was found that radiotranslucent calculi are 
more easily seen with telepaque owing to the increased 
density of the gall-bladder shadow obtained. On the 
other hand, the increased density occasionally masked 
an opaque calculus. In a small number of cases ex- 
amined with telepaque significant portions of the duct 
system were demonstrated. 

A warning is given that a 3-g. dose of telepaque leaves 
residual granular shadows in the colon, and it is suggested 
that this might be avoided if smaller doses of the dye 
were used. A. Orley 


880. Telepaque: a New Medium for Cholecystography 
E. F. Dunne, E. H. JENSEN, and C. R. HuGHes. Radio- 
logy [Radiology] 60, 210-214, Feb., 1953. 7 refs. 


Telepaque ’, which is an iodinated aminophenyl- 
alkanoic acid, was used as a cholecystographic medium 
in 542 cases investigated at the Cleveland Clinic, Ohio, 
and the results with regard to both toxicity of the pre- 
paration and concentration of the dye in the gall-bladder 
were compared with those observed following the use. of 
** priodax *’, which is an iodoalphionic acid. Telepaque 
is a cream-coloured solid containing 66-68% of iodine by 
weight. 

Initially a dose of 3 g. of either preparation was given, 
but as telepaque in this dosage was found to give a higher 
incidence of dense shadows than priodax [probably due 
to the relatively high iodine content of the former], the 
dose of this medium was reduced to 2 g. for patients up 
to 160 lb. (72-6 kg.) weight and to 2-5 g. in heavier 
patients. With these doses there was not much dif- 


ference in the quality of the gall-bladder shadow with 
either preparation, but side-effects were much less fre- 
quent and also less severe with telepaque than with 
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priodax. For example, diarrhoea was observed in 42% 
of patients following the use of priodax, and in only 
12% after the administration of telepaque. A. Orley 


881. The Diagnostic Evaluation of Erect Positioning 
in Cholecystography 

M. FELDMAN and P. Myers. Radiology [Radiology] 60, 
222-225, Feb., 1953. 1 fig. 


To determine the value of erect positioning as a routine 
procedure in cholecystography the authors, carried out 
a study of 105 consecutive cases, the patients being 
examined in both the erect and prone positions and the 
results compared. 

In 93 of the 105 cholecystograms the gall-bladder 
appeared normal in both positions, while in 11 cases 
evidence of stone was seen in either the prone or the 
erect position or both. In one case no stones were 
visible in either position, but were subsequently found 
at operation. In 3 cases stones were clearly visible in 
the erect position, but could not be seen at all or only 
very faintly in the prone position. One of the stones 
apparent in the erect position was of the floating type. 

Altogether, films taken in the erect position were of 
diagnostic value in 8°% of the cases. They were par- 
ticularly useful in the detection of minute stones or of 
granular or sedimented bile, as then the layer of stones or 
sediment could be demonstrated lying at the bottom of 
the gall-bladder. 

The authors finally stress the importance of the erect 
compression technique for demonstrating the ptosed gall- 
bladder which is partly or wholly overshadowed by the 
pelvic bones. A. Orley 


882. Obturation of the Duodenum as an Aid in 
Cholangiography 

M. C. MILLER, W. S. BLADEMorRE, and R. L. TONDREAU. 
Surgery [Surgery] 33, 60-64, Jan., 1953. 4 figs., 3 refs. 


883. Hepatic Venography in Man. [In English] 
G. Tori. Acta radiologica [Acta radiol. (Stockh.)| 39, 
89-97, Feb., 1953. 7 figs., 12 refs. 


It is pointed out that the hepatic arteries can be studied 
by abdominal aortography and the portal venous system 
by venography during laparotomy or by splenic puncture. 
In the present paper, from the Roentgen Institute, 
Bologna University, the author describes a technique 
for examination of the efferent venous system of the liver. 
A catheter is passed by way of the right auricle into the 
inferior vena cava, and then by manipulation into the 
right or left hepatic vein. The right is more readily 
entered than the left, but in either case 20 to 25 ml. of 
70%, diodone is injected at the rate of 4 to 5 ml. per 
second. Two or 3 radiographs are obtained at intervals 
of 1 or 2 seconds before the medium returns to the right 
auricle. The procedure is combined with retroperitoneal 
pneumography. 

The author has used this technique in 10 normal cases, 
in one of suspected metastases, and in one of myeloid 
leukaemia; distortion of the normal pattern of venous 
filling was observed only in the last 2 cases. Often 
blotchy areas of opacity, not of pathological significance, 
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were seen adjacent to the injected veins. These are con- 
sidered to be due to filling of smaller veins and sinusoids 
as a result of local increase in pressure during injection. 
{Evaluation of the technique must await its application 
in a large number of abnormal cases.] 
Kenneth A, Rowley 


884. A New Water-soluble Opaque Medium in the 
Study of MHysterograms and Hysterosalpingograms. 
Preliminary Report 

M. ROoLaANbD, F. CARPENTER, and J. RICH. American 
Journal of Obstetrics and Gynecology [Amer. J. Obstet. 
Gynec.] 65, 81-87, Jan., 1953. 5 figs., 22 refs. 


The authors present a preliminary report on their 
experience with a new water-soluble, radio-opaque 
medium, “* medopaque-H ”’, for hystero-salpingography 
and hysterography. The ideal medium for this purpose 
should be totally innocuous to the organism as a whole 
as well as to the reproductive organs, it should be readily 
absorbed so that it disappears from the system rapidly 
and completely, and its viscosity should be such as to 
permit the adequate radiological demonstration of 
adherent and partially stenosed tubes. Untoward re- 
actions have frequently been reported following the use 
of iodized oil, while small amounts of the oil tend to 
collect in pools behind the uterus or in the distal portions 
of the tubes in the presence of pelvic adhesions, persisting 
for many years as inert foreign bodies. Moreover, in- 
fection and inflammatory reactions following retention 
of iodized oil occur in about 1% of cases. 

The new medium contains sodium ortho-iodohippurate 
as contrast agent and sodium carboxymethylcellulose to 
give the required viscosity, together with stabilizers and 
preservatives, and was used by the authors in investigating 
50 cases of infertility at Queens General Hospital, 
Jamaica. An initial plain radiograph was taken to 
determine the presence or absence of pelvic opacities, 
and a cannula was then introduced into the cervix and 
6 ml. of the medium introduced in 2-ml. stages, followed 
by insufflation with carbon dioxide under controlled 
pressure for a few minutes, radiographs being taken at 
each stage. Medopaque-H was found in this series to 
be completely innocuous and non-irritating and although 
the contrast provided was not so sharp as with iodized 
oil, it was considered sufficient. The outstanding feature 
of the new medium, however, is its remarkably rapid 
absorption, no trace being demonstrable anywhere in the 
pelvic cavity one hour after its instillation. For this 
reason no 24-hour film can be taken, but the need for 
this is eliminated by the use of insufflation, which is of 
therapeutic as well as diagnostic value. 

J. Rabinowitch 


885. Rectography. (Die Rektographie) 

K. Frecu. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.) 78, 53-62, Jan., 1953. 
10 figs., 4 refs. 


The author describes an ingenious method for the 
radiography of the rectum which has been devised at 
the University Roentgen Institute, Mainz, in which one 
to three foam pessaries ‘* enriched with barium sulphate ” 
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are inserted as high as possible into the rectum. The 
best films are usually obtained 45 to 90 minutes later, 


though occasionally one has to wait 2 hours, the length - 


of time presumably depending on the moistness of the 
rectal mucosa. Ten cases are described and illustrated 
with well-reproduced radiographs. 

[The diagnosis of recto-sigmoidal neoplasms is best 
made by endoscopy, but the method described might be 
helpful if for some reason it was desirable to determine 
the upper limit of such a growth.] Denys Jennings 
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886. The Results of Radiotherapy in Cases of Car- 
cinoma of the Cervix Uteri Treated at the Curie Founda- 
tion from 1919 to 1945 Inclusive. (Résultats de la radio- 
thérapie des épithéliomas du col utérin chez les malades 
traitées de 1919 a 1945 inclus 4 la Fondation Curie) 

J. Baup. Bulletin de Association francaise pour l'étude 
du cancer (Bull. Ass. frang. Cancer] 39, 380-389, Dec. 2, 
1952. 


In this paper 2,913 cases of carcinoma of the uterine 
cervix treated at the Curie Foundation, Paris, from 1919 
to 1945 inclusive are reviewed, and a historical and 
detailed description of the technique of radiotherapy 
with its modifications is given. At first, intracavitary 
radium was the only method employed, but from 1923 
onwards external radiation by x rays or teleradium was 
increasingly employed until 1940, after which x-ray 
therapy was preferred. From about 1936 nearly all 
cases were treated by a combination of intracavitary 
radium and external irradiation, the decision as to which 
of these methods to employ first depending on the par- 
ticular case. In early cases, or in those accompanied by 
severe haemorrhage, treatment was begun by intra- 
cavitary radium, but in the more advanced cases or even 
in very early cases with bulky tumours, external irradia- 
tion preceded the intra-uterine radium. 

The radium technique is described in detail. The 
doses, which are given in milligramme-hours, were 
generally 3,990 mg.-h. to the uterus, and from 1,916 to 
3,990 mg.-h. in the vagina. A rest period of 5 to 10 days 
was allowed between the two courses of treatment. In 
giving x-ray therapy anterior and posterior fields 22 x 15 
cm.—the latter with a central lead strip protection— 


were employed, and since 1943 lateral fields in addition ~ 


have been employed in an increasing number of cases. 
The skin dose was from 3,500 r to 3,800 r per field, at 
600 kV, filtration 6 mm. of steel, and focal distance 
1 metre. 

In the detailed analysis of the results of treatment the 
patients are divided into three groups: (1) 769 cases 
treated between 1919 and 1928; (2) 1,430 cases treated 
between 1929 and 1941; and (3) 714 cases treated between 
1942 and 1945. In Group 1, 28:2% of patients were 
alive and well after 5 years. Of these 57-7% of 70 cases 
were in Stage I, 36-6% of 290 cases in Stage II, 22% of 
318 in Stage III, and one patient out of 91 in Stage IV. 
In Group 2, 41% were alive and well after 5 years. Of 
these, 64% of 228 cases were in Stage I, 45% of 652 in 
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Stage II, 31% of 421 in Stage III, and 14% of 129 in 
Stage IV. In Group 3, 44:3% of the patients were alive 
and well after 5 years, of whom 76°5°% of 149 were in 
Stage I, 44% of 412 in Stage II, 15% of 138 in Stage III; 
there were no survivors among 15 patients in Stage IV. 

These figures show that there was an over-all improve- 
ment in results in the three groups. In a detailed study 
of the site of recurrence in unsuccessful cases in relation 
to the technique of radiotherapy the author shows that 
the apparent worsening of results in late cases in the 
more recent years is explained by a change in the classifi- 
cation by stages, whereby in the earlier series many of 
the cases classified in Stage III would nowadays be 
classified as belonging to Stage II. 

[This excellent paper should be read in the original by 
all interested in this subject.] R. D. S. Rhys-Lewis 


887. The Place of External Irradiation in the Treatment 
of Osteogenic Sarcoma 

R. C. Tupway. Journal of:Bone and Joint Surgery [J. 
Bone Jt Surg.) 35B, 9-21, Feb., 1953. 9 figs., 11 refs. 


In this paper the author discusses 33 cases of osteogenic 
sarcoma drawn from those classified by the Bristol Bone 
Tumour Registry. In 8 cases the tumour was of the 
osteolytic type and in 25 of the osteoblastic type. No 
relation could be found between length of history before 
treatment and the prognosis. Tumours were graded 
according to the proportion of tumour-cell nuclei found 
to be in mitosis to the total number of nuclei; by . 
this method the prognosis was found to be closely related 
to tumour activity. The prognosis was best in young 
patients, the average age of survivors being just under 19 
years. The average age of non-survivors was 38 years; 
all the 11 patients over 40 died, some evidence of a pre- 
existing bone lesion being found in most of them. In the 
small group of patients with local signs which were at 
first more suggestive of inflammation than of neoplasm, 
the prognosis was relatively good. Radiographs in 
these cases of osteogenic sarcoma did not provide clear- 
cut evidence on which to base a prognosis, but on the 
whole, the prognosis was relatively better in those cases 
showing a predominance of bone reaction over bone 
destruction. 

From a study of the treatment given in 15 of these 
cases, which are described in full, the author found 
evidence that cure might sometimes result from deep 
x-ray therapy alone. He suggests that deep x-ray 
therapy in high doses followed by local resection merits 
serious consideration as a method of treatment, especially 
for tumours in the upper limb, tumours which at first 
resemble inflammatory rather than neoplastic lesions, 
tumours in which the rate of mitosis is not particularly 
high, and tumours in young people. If the response to 
x-ray therapy is poor, or if local resection would leave a 
lower limb more unstable than an artificial leg, radio- 
therapy should be followed at once by amputation. 
X-ray therapy alone should be given if the patient is 
unsuitable for operation or if metastases are present. 
Amputation alone should be a palliative measure for 
pain or fungation when x-ray therapy is not readily 
obtainable. D. Waldron Smithers 
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History of Medicine 


888. William Cheselden and the Separation of the 
Barbers from the Surgeons 

ZacHary Cope. Annals of the Royal College of Surgeons 
of England [Ann. roy. Coll. Surg. Engl.] 12, 1-13, Jan., 
1953. 1 fig. 


The Barbers and the Surgeons have been friendly for 
400 years, for even at their separation, which was greatly 
influenced, if not brought about, by Cheselden in 1745, 
there was no animosity. 

Cheselden (1688-1752) was the son of a yeoman farmer 
and received a grammar-school education. In childhood 
he suffered a fracture of the forearm which was treated 
by a bone-setter by application of a bandage stiffened 
with eggs and flour. This type of bandage was sub- 
sequently used by Cheselden in the treatment of talipes. 
Cheselden came to London at the age of 15 and was 
apprenticed to a young surgeon on the staff of St. 
Thomas's Hospital; he is said to have lived while a 
student in the house of William Cowper, the anatomist. 
He obtained a Bishop's licence in 1712, and that year 
took his first apprentice. At first he earned a living 
by lecturing in anatomy, the teaching of which was then 
notoriously unsatisfactory, and published his lectures as 
a text-book, which ran to thirteen English editions. For 
the purposes of dissection he obtained felons’ bodies and, 
not being licensed to do this, was reprimanded by the 
Barber-Surgeons’ Company. His resentment may have 
been the stimulus which decided him to work for the 
separation of the Barbers from the Surgeons. 

In 1714 and again in 1715 Cheselden tried to get on 
the staff of St. Thomas’s Hospital, but failed. In 1718 
the increased surgical work at the hospital made it 
necessary to appoint an assistant surgeon, and Cheselden 
was chosen. Two years later he went to live in Red Lion 
Street, near Mead and James Douglas. He became 
known as a good general surgeon, a distinguished oph- 
thalmic surgeon, and a superb lithotomist. For a time 
he used the suprapubic route but later he reverted to the 
perineal route, seldom taking more than half a minute 
to perform the operation in uncomplicated cases. Of 
213 patients whom he treated for stone at St. Thomas’s 
Hospital less than 10°, died. In 1724 he was appointed 
lithotomist to the Westminster Hospital and in 1733 to 
St. George’s. In the latter year he published his Osteo- 
graphia, in which the excellence of the plates is not 
equalled by the text. His artistic ability and wide 
general interests are reflected in the important part he 
played in the erection of the old Fulham Bridge, the 
building of which he supervised in detail. 

In 1736 Cheselden’s daughter married Charles Cotes, 
a physician and Member of Parliament who subsequently 
became chairman of the committee appointed by the 
House of Commons to inquire into the question of 
separation of the Barbers and Surgeons. Direct evidence 


of Cheselden’s infiuence in this matter is lacking, but 
264 


there is evidence of his financial support. He became 
Master of the new Company of Surgeons in the second 
year of its life, having then retired from his hospital 
appointments. In 1748-9 John Hunter was one of his 
pupils, thus providing the link, commented on by 
Macaulay, between Cowper and Hunter. 

Although Cheselden’s last years were spent mainly at 
the Royal Hospital, Chelsea, he died while paying a visit 
to Bath, apparently from a surfeit of cakes and ale. He 
is buried in the grounds of the Royal Hospital, Chelsea. 

J. G. Bonnin 


889. A Paediatrician of the Balearic Islands in the Time 
of Louis XV. (Un pucirculteur aux Baléares au temps 
de Louis XV) 
R. LAULAN. 
April 22, 1953. 


Presse médicale [Presse méd.| 61, 606, 


890. Ideas of FEighteenth-century British Medical 
Writers about Anxiety 

M. D. ALTSCHULE. New England Journal of Medicine 
[New Engl. J. Med.] 248, 646-648, April 9, 1953. 22refs. 


891. The Introduction of the Medical Caduceus into the 
Insignia of the Corps de Santé Militaire and the Institution 
of an International Emblem. (Les débuts du “ caducée ”’ 
médical dans le Corps de Santé Militaire et l’institution 
d’un embléme international) 

M. J. BerRCHER and M. J. HASSENFORDER. Presse 
médicale [Presse méd.] 61, 185, Feb. 11, 1953. 3 figs. 


The origin of the caduceus as the emblem on the 
buttons of the Corps de Santé Militaire of the French 
Army is traced to the early years of the French Revolu- 
tion. In a document dated March, 1795, found by the 
authors in the archives of the museum at Val-de-Grace, 
there are two drawings which show the emblem in 
essentially the same form as it appears today. It is 
composed of three staves, representing the three branches 
of the art of healing, bound together by the entwining 
serpent of Aesculapius and surmounted in one version 
by the Phrygian cap of liberty, and in the other by a cock. 
The Corps de Santé Militaire has adopted other versions 
from time to time, always returning, however, to the 
original design of 1795. 

In June, 1952, the 15th session of the International 
Office of Documentation on Military Medicine approved 
in principle the adoption of a single emblem by the 
medical corps of all countries to symbolize their singleness 
of purpose and spirit. A design was submitted in 
which the Caduceus, the Geneva cross, and the badge 
of the World Health Organization were combined, but 
it was decided that choice of such an emblem should be 
made from among designs submitted in open competi- 
tion. F. N. L. Poynter 
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Abscess, pulmonary, medical treatment and 
results, 226 
—,—, signs and symptoms and diagnosis, 226 
Acne: oestrogens, antibiotics, and vitamin 
A in treatment of, 247 
ACTH, see Corticotrophin 
Adrenal atrophy due to cortisone injection, 
effect of androgenic hormones on, 233 
Adrenaline administration, role of spleen in 
arterial leucocytosis after, 22 
Aerosol mist of ‘ alevaire”’ for respiratory 
infections in children, 251 
Air currents, respiratory, clinical aspects, 229 
Alastrim, serum antibody response in, 182 
* Alevaire’”’ aerosol mist for respiratory in- 
fections in children, 251 
Amphetamine in phenobarbitone poisoning, 
257 
Anaemia, idiopathic hypochromic, distur- 
bances of digestion and absorption of iron 
in pathogenesis of, 224 
-_,—-—. intramuscular ferric phosphate in, 
—,iron turnover abnormalities in, study 
with radioactive iron, 223 
, parenteral iron therapy, value of stain- 
"able iron of marrow in control of, 22 
, pernicious, oral vitamin B,> and normal 
gastric juice treated with receptor-destroy- 
ing enzyme in, 225 
Analgesia, spinal, maintenance of blood pres- 
sure by *‘ clopane ” during, 258 
—, —, saddle-block, in obstetrics, paralysis 
after, 258 
Anaesthetics, 258-9 
Aneurysm of patent ductus arteriosus, 214 
pulmonary artery, 214 
Angina pectoris, carotid-sinus reflex and, 2 
Angiography, cerebral, in tumouzs of optic 
chiasma, 241 
Angiopneumography in diagnosis and assess- 
ment of operability of bronchial carcinoma, 
228 
Antibiotics, combined, bacteriostatic and 
bactericidal activity, clinical applications, 
Antibodies, effect on penicillin action, 190 
Anxiety, 18th-century British medical 
writers and, 264* 
Aorta rupture due to medial oedema of wall, 
180 
Apresoline ”, see Hydrallazine 
Arteries, defects of, bridging by homologous 
arterial grafts and autogenous vein grafts, 
219 
—, lusorian, description and relevant embry- 
ology, 212 
—, right subclavian, abnormal origin of, 212 
~, superior cerebellar, ecclusion of, 242 
Arteriosclerosis, coronary, modification of 
Beck’s operation for, 216 
in leg, growth of collateral arterial circu- 
lation after sympathectomy for, 218 
—, peripheral, segmental nature, surgical 
application, 219 
Arteritis, temporal, 
trophin in, 218 
Arthritis, rheumatoid, corticotrophin and 
cortisone for prolonged period in, 236 
, familial incidence, 235 
-, lymph nodes in, 236 
~, phenylbutazone injection in, 235 
, —, relation of psoriasis to, 248 
. —, tissue therapy in, 235 
\rthroplasty of hip, nylon in, 239 
Atherosclerosis, coronary, arterialization of 
coronary sinus in, 215 
, in men under 46 years of age, corre- 
lation with somatotype, 216 
Aureomycin in streptococcal tonsillitis and 
phary ngitis, 2 22 
‘ Azopy rin”, see Salicylazosulphapyridine 
\zulphadine ”, see Salicylazosulphapyri- 
dine 


cortisone and _ cortico- 


Bacteriology, 182-3 
llistocardiogram, normal ” and ‘‘ border- 
line analysis, 212 


SUBJECT INDEX 


Banthine see Methantheline bromide 

Barbituric acid derivatives in urine, quantita- 
tive isolation, 257 

B.C.G. vaccination, intracutaneous, variation 
in technique, 195 

Beck’s operation for coronary 
sclerosis, modification of, 216 

Benzazoline, intravenous, effect on cerebral 
circulation and metabolism, 185 

Birth injury causing compression of brain, 
symptomatic epilepsy after, 243 

Bladder, effects of methantheline bromide on, 


arterio- 


231 

Blalock—Taussig operation in morbus caeru- 
leus, 215 

Blastomycosis, diethylstilboestrol and stilb- 
amidine in, 193 

Blood circulation, see Circulation 

— coagulation time decrease in shock due to 
experimental meconium embolism, 237 

~— flow, coronary, effect of exercise on, 216 

— oxygen content in various types of heart 
disease, 211 

— platelet count, reproducibility and con- 
stancy, 178 

— pressure, high, see Hypertension 

— —., low, see Hypotension 

— —, pulmonary capillary, 
of heart disease, 222 

— supply, arterial, of liver, 209 

— —, venous, of distal oesophagus, stomach, 
and spleen, 206 

— transfusion, newer methods of detection 
of incompatibilities in, 225 

Bone carcinoma, metastatic, 
sedimentation rate in, 178 

— coccidididomycosis in children, 238 

— sarcoma, external irradiation in, 263 

Brain, acute focal infarction, stellate gang- 
lion block in, 242 

— disease, organic, skin lesions in, 241 

— in delirium tremens, histological study, 
179 

— lesions in histoplasmosis, 241 

—, subdural effusion, in infancy, 253 

, temporal-lobe seizures and incisural 

selerosis to hippocampal herniation 
at birth, 243 

— tumours a to spinal cord, myelo- 
graphic demonstration, 260 

Breast, 249 

— carcinoma, bilateral: 
peutic aspects, 249 

— — metastases, survival time after testo- 
sterone treatment, 249 

— —recurrence, relation of 
lymph plexus to, 249 

Bronchiectasis, architectural basis of pul- 
monary ventilation and, 226 

— in pneumonia, bronchographic study, 228 

——, penethamate hydriodide in, 226 

Bronchitis, chronic, penethamate hydriodide 
in, 226 

Bronchus carcinoma, angiopneumography in 
diagnosis and assessment of operability, 228 

Burns, corticotrophin and cortisone treat- 
ment, 237 

“ Buscopan ” in experimental poisoning with 
insecticides, 255 

Butazolidin see Phenylbutazone 


in various types 


erythrocyte 


clinical and thera- 


subareolar 


Caduceus, introduction into 
Corps de Santé Militaire, 264 

Calcium ethylenediaminetetraacetate for 
solution of renal calculi, 254 

— —, heavy-metal poisoning treated with, 


insignia of 


254 

— — in lead poisoning, 254, 255 

Calculus, renal, solution with colclems ethyl- 
enediaminetetraacetate, 254 

Carbohydrate metabolism, effect of isoniazid 
on, in diabetics and non-diabetics, 233 

— — in obesity, 203 

Cardiospasm, oesophageal pressure in, 205 
—, pulmonary complications, 204 

Cardiovascular system, 211—22 

Carditis, rheumatic, diagnosis of chronic 
constrictive pericarditis in, 213 
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Caries, dental, effect of fluoridation of public 
water supply on, 254 

Castle’s intrinsic factor, electrophoresis of 
gastric juice and, 224 

, gastric mucoprotein and, 225 

Cerebrospinal fluid and pathogenesis of polio- 
myelitis, 177 

— — sugar changes in relation to strepto- 
mycin treatment of tuberculous meningitis, 
198 

Cervix uteri, see Uterus cervix 

Chemotherapy, 188-91 

Cheselden, William (1688-1752), and separa- 
tion of barbers from surgeons, 264 

Children, acute phenobarbitone poisoning in, 
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--, — regional enteritis in, 251 

—, coccidioidomycosis of bone in, 238 

—, migraine in, 253 

—, psychogenic obesity in, 245 

—, Recklinghausen’s disease in, 253 

—, rectal administration of thiopentone to, 
259 

—, recurrent headache in, 252 

—, respiratory infections in, 
aerosol mist for, 251 

—, transverse myelopathy in, 253 

—, tuberculous meningitis in, isoniazid treat- 
ment, 199 

: 2-bis(p- Chlorophenyl)- 1: 1-dichloroethane, 

see ** D.D.D. 

Cholecystography, diagnostic value of erect 
positioning in, 262 

—, ** priodax ”’ as medium in, 261 

—, “ telepaque ” as medium in, 261 

Chordotomy, antero-lateral, for intractable 
pain of phantom limb, 240 

Chylous fluid in thoracic duct, nature and 
formation, 203 

Cinematography of auriculo-ventricular con- 
duction system, 211 

Circulation, cerebral, 
benzazoline on, 185 

—, collateral arterial, after sympathectomy 
for arteriosclerosis in leg, 218 

—, intrahepatic arterial, 209 

—, pulmonary, in pulmonary emphysema at 
rest, 222 

Civatte’s colloid grains and corpuscles in 
dermatology, significance and diagnostic 
value, 246 

Claudication, intermittent, of stomach, 207 

“* Clopane ”’, clinical study, 258 

Coccidioid omycosis of bone in children, 238 

Coeliac disease, criticism of methods of 
investigation, 202 

— —, deleterious factor in wheat in, 202 

Colloid grains and corpuscles in dermatology, 
significance and diagnostic value, 246 

Colitis, ulcerative, analysis of cases, 210 

—, —, effect of ‘tween corticotrophin, 
and cortisone on alterations of intestinal 
absorption in, 209 

—, —, salicylazosulphapyridine therapy, 210 

Colon carcinoma, analysis of cases, 210 

Coma, hepatic, treatment, 209 

Compe nsation neuroses, psychiatrist and, 245 

Compound F, see Hydrocortisone 

Conjunctivitis in newborn, comparative 
prophylactic effects of penicillin and silver 
nitrate in, 250 

Consciousness, experimental contributions to 
problem, 240 

Corticotrophin, effect on alterations of intes- 
tinal absorption in ulcerative colitis, 209 

— in burns, 237 

— — pemphigus vulgaris, 248 

— — prolonged treatment of rheumatoid 
arthritis, 236 

Schoenlein-— Henoch syndrome, 223 

— — temporal arteritis, 218 

, intermittent, in glomerulonephritis and 

pephrosis, 230 

Cortisone, adrenal atrophy due to, effect of 
androgenic hormones on, 233 
—, anti-inflammatory action, effect of andro- 
genic hormones on, 233 
on alterations of intestinal absorp- 
tion in ulcerative colitis, 209 
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Cortisone. effect on skeletal muscle regenera- 
tion after injury, 177 

— in burns, 237 : 

— — glomerulonephritis and nephrosis, 230 

—— — pemphigus vulgaris, 248 7 

— — prolonged treatment of rheumatoid 
arthritis, 236 

— — Schoenlein—Henoch syndrome, 223 

— — temporal arteritis, 218 

—., local effects in skin diseases, 246 

— modification of cardio-pulmonary function 
in pulmonary sarcoidosis, 227 j 

Coxsackie virus, isolation from benign 
meningo-encephalitis, 192 

Cramp, epigastric, on exertion in peptic ulcer, 


207 
Cushing’s syndrome, “* D.D.D.” therapy, 233 
— — due to hyperfunction of adrenal cortex, 

clinical and biochemical features, 232 


Dandruff, Pityrosporum ovale and, 248 

* Daraprim ”, antimalarial properties, 200 

—, pharmacological properties, 201 

“D.D.D.” in Cushing’s syndrome, 233 

Death, foetal and neonatal, due to pulmonary 
and inflammatory lesions, 250 

— in the London fog in 1952, 254 

Delirium tremens, histological study of brain 
in, 179 

Dermatitis, atopic, hydrocortisone ointment 
in, 246 

Dermatology, 246-8. See also Skin 

Diabetes, effect of isoniazid on carbohydrate 
metabolism in, 233 

—, maternal, effect on newborn infant, 234 

— mellitus, effect on vibratory perception, 
quantitative study, 234 

Dibenzyline in essential hypertension, 
220 

Dicoumarol, continuous administration, 185 

Diethylstilboestrol in blastomycosis, 193 

Dihydrestreptomycin potency, effect of 
hydrazides on, 188 

Diphtheria prophylactic, N.A.F.T., 183 

Diuresis, mercurial, mechanism in hydro- 
penic dogs, 186 

Ductus arteriosus, patent, with aneurysm 
of ductus and of pulmonary artery, surgi- 
cal treatment, 214 

—-—,-—,— pulmonary hypertension and 
shunting of blood flow from pulmonary 
artery to aorta, 213 


Elbow prosthesis of nylon, 239 

Electric stimulation, effect on blood flow and 
temperature of skeletal muscle, 239 

Electrocardiogram and phonocardiogram, 
chronological relation between, 211 

Electrocardiography, reaffirmation of auri- 
culo-ventricular conduction system in, 211 

Electrolyte and water excretion, effect of 
phenylbutazone on, 187 

Emblem, international, in military medicine, 


26 

—, aN of Corps de Santé Militaire, 264 

Embolism, experimental meconium, release 
of anticoagulant during shock of, 237 

—, pulmonary, noradrenaline for shock after, 
237 

pulmonary, at rest, pulmonary 
circulatory dynamics in, 222 

—, tuberculous, isoniazid in, 198 

Encephalitis, mumps, therapeutic doses of 
gamma globulin in, 192 

Endocrinology, 232-4 

Enteritis, acute regional, in children, 251 

Epilepsy, psychomotor, associated with 
running, 243 

—,symptomatic, due to compression of 
brain at birth, 243 

Erythrocyte fragility, effects of intravenous 
fat emulsions on, 203 

—, previously frozen, removal of glycerol 
from, 225 

— sedimentation rate in metastatic carci- 
noma of bone, 178 

— storage at —20° C., 225 

Erythromycin, antibacterial action, 188 

—, mode of action, 189 

—-penicillin and -streptomycin resistance 
of staphylococci, 190 
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Erythromycin resistance of bacteria, 189 

Exercise, effect on coronary blood flow, myo- 
cardial oxygen consumption, and cardiac 
efficiency, 216 


Fat absorption, normal and abnormal, criti- 
cism of methods of investigation, 202 

— emulsion, intravenous, effects on erythro- 
cyte fragility, 203 

Ferric phosphate, intramuscular, in idio- 
pathic hypochromic anaemia, 224 

Filming, see Cinematography 

Finger prosthesis of nylon, 239 

Fluoridation of public water supply, effect on 
dental caries, 254 

Fog in London in 1952, mortality from, 254 

Forensic medicine, 257 


Gamma _ globulin, therapeutic doses in 
measles, mumps encephalitis, and polio- 
myelitis, 192 

“Gantrisin”’ in meningococcal meningitis, 
comparison with large doses of penicillin, 
193 

Gastrectomy in peptic ulcer, follow-up study, 
207 

—, total, with replacement of stomach by 
ileocolic segment, 206 

Gastroenterology, 204-10 

Gitalin, intravenous, in congestive heart 
failure, clinical and electrocardiographic 
study, 184 

Glycerol removal from previously frozen 
erythrocytes, 225 

Gout, phenylbutazone in, 235 


Haematology, 223-5 

Haemophilia-like disease due to deficiency of 
a third plasma thromboplastin factor, 223 

Haemorrhage, extradural, disturbances of 
oculomotor function in, 242 


—, massive, from oesophageal varices, 
emergency treatment, 205 
Haemorrhagic disease, epidemic, morbid 


anatomical findings in, 181 

— fever, clinical and laboratory study, 192 

— —, epidemic, pathological findings, 180 

Haemosiderin content of bone marrow in 
assessment of iron stores, 178 

Hand in mongolism, 245 

Headache, recurrent, in children, 252 

Hearing, new theory of, based on anatomy 
and function of tectorial membrane, 229 

Heart, see also Carditis 

— disease, oxygen content of blood and car- 
diac output in, 211 

— —, pulmonary capillary pressure in, 222 

— efficiency, effect of exercise on, 216 

— failure, congestive, intravenous gitalin in, 
clinical and electrocardiographic study, 184 

— infarct, septal, electrocardiographic diag- 
nosis, 212 

—, mechanical and electrical phenomena, 
chronological relations between, 211 

—, mitral insufficiency, unsuitability of 
transventricular autogenous slings in, 217 

—, — stenosis, intra-auricular thrombosis in, 
217 

— murmurs, systolic, incidence and signifi- 
cance in infants, 250 

— output in various types of heart disease, 
211 

—, pulmonary stenosis and atresia, anatomy 
and surgical treatment, 214 

— tumours, secondary, 211 

Heavy-metal poisoning, calcium ethylene- 
diaminetetraacetate treatment, 254 

Hemiparesis due to internal carotid artery 
thrombosis in neck, 243 

Hepatitis, infective, liver biopsy after, 
pathological study, 180 

Hexamethonium, effect on glomerular filtra- 
tion rate, maximal tubular function, and 
renal excretion of electrolytes, 187 

Hip reconstruction with nylon, 239 

Histamine liberator, action of pethidine as, 
184 

Histoplasmosis of central nervous system, 
241 


History of medicine, 264 

Hormone, androgenic, effect on adrenal 
atrophy due to cortisone injection and on 
anti-inflammatory action of cortisone, 233 

Hydatid disease, serological reactions with 
standardized reagents, 182 

Hydrallazine in hypertension, 221 

Hydrazide compounds, effect on streptomy- 
cin and dihydrostreptomycin potency, 188 

Hydrocortisone, local effects in skin diseases, 
246 

— ointment in skin diseases, 246 

Hydrogen peroxide in contrast medium for 
visualization of gastric ulcers, 260 

Hypertension, arterial, effect of ‘‘ veriloid ” 
in hypotensive doses on renal function in, 
221 

—, essential, ‘‘dibenzyline”’ in, 220 

—, hydrallazine therapy, 221 

—, malignant, and hypertensive encephalo- 
pathy, continuous infusion of intravenous 
veriloid in, 220 

—, symtpathectomy in, review of 122 cases, 
219 

Hypotension, acute, noradrenaline in, 237 

—, controlled, in neurosurgery, induction by 
pneumatic suction applied to legs, 259 

Hystero-salpingography and hysterography, 
“* medopaque-H ” as medium in, 262 


Immunization, effect on penicillin action, 190 

Impetigo, terramycin ointment in, 247 

Industrial medicine, 254-6 

Infant(s), mental activity in, clinical tests, 
251 

— mortality, see Death 

—, newborn, conjunctivitis in, comparative 
prophylactic effects of penicillin and silver 
nitrate in, 250 

—, —, of diabetic mothers, observations on, 
234 

—, prolonged obstructive jaundice in, liver 
function tests in, 252 

—, subdural effusions in, 253 

—, systolic cardiac murmurs in, 250 

—, trigger thumb in, 238 

Infectious diseases, 192-3 

Inflammation, early acute, effect of isoniazid 
on, 188 

Injury, effect of cortisone on muscle regenera- 
tion after, 177 

—, — — denervation on muscle regeneration 
after, 177 

Insecticide poisoning, ‘“‘ buscopan’ 
ment, 255 

Intestinal absorption in ulcerative colitis, 
effect of “‘ tween 80”, corticotrophin, and 
cortisone on alterations in, 209 

Iodine, radioactive, urinary’ excretion as 
clinical test of thyroid function, 232 

Iproniazid, effect on streptomycin, tind 
dihydrostreptomycin potency, 188 

Iron absorption, method of assessment, ? °4 

— digestion and absorption disturbances in 
pathogenesis of idiopathic hypochromic 
anaemia, 224 

—, intravenous, toxic reactions to, 257 ” 

— metabolism, haemosiderin content of bone 
marrow in assessment of, 178 

— therapy, parenteral, value of stainable 
iron of marrow in control of, 224 

— turnover abnormalities in anaemia, study 
with radioactive iron, 223 

Isoniazid, effect on carbohydrate metabolism 
in diabetics and controls, 233 

—,— — early acute inflammatory response 
in mice, 188 

—,—— streptomycin and dihydrostrepto- 
mycin potency, 188 

— in pulmonary tuberculosis, 197 

— — tuberculous empyema, 198 

— — — meningitis in children, 199 

— resistance, development in pulmonary 
tuberculosis, 198 i 

—resistant strains of Myco. tuberculosis, 
development and stability, 182 


treat- 


Jaundice, prolonged obstructive, in infants, 
liver function tests in, 252 
J-51 in leprosy, 200 


— 

— 


** Kemadrin "’ in Parkinson's disease, 242 

Kidney, see also Nephrectomy, etc. 

— aplasia and atrophy, nephrectomy in, 230 

— function, effect of hexamethonium on, 187 

— —, — — protoveratrine on, 185 

—- in arterial hypertension, effect of 
‘“* veriloid ” in hypotensive doses on, 221 

— stone, see Calculus 


Lead poisoning, calcium ethylenediamine- 
tetraacetate in, 254, 255 

Leishmania tropica, isophasic reaction after 
experimental superinfection of, 200 

Leprosy, ‘* J-51 ” in, 200 

—, non-toxic sulphone in, 200 

Leucocytosis, arterial, after adrenaline 
administration, role of spleen in, 223 

Lithiasis, renal, calcium ethylenediamine- 
tetraacetate in treatment of, 254 

Liver, see also Hepatitis 

— after infective hepatitis, biopsy and patho- 
logical study, 180 

—, anatomy of arterial supply, 209 

— function tests in prolonged obstructive 
jaundice in infancy, 252 

— venography in man, 262 

Lung abscess, see Abscess, pulmonary 

— carcinoma, metastatic, radiological diag- 
nosis, 261 

— complications in cardiospasm, 204 

— resection in pulmonary tuberculosis, pre- 
sent status, 196 

—, tuberculoma and rounded foci in, 179 

— tuberculosis, see Tuberculosis, pulmonary 

— ventilation, architectural basis of, 226 

Lupus erythematosus, hydrocortisone oint- 
ment in, 246 

— vulgaris, parenteral streptomycin in, 248 

Lymph flow, subareolar, relation to recur- 
rence of breast carcinoma, 249 

— nodes, cervical, ‘ prophylactic” block 
dissection in carcinoma of mouth, 204 

— — in rheumatoid arthritis, 236 

—-—, tuberculous cervical, surgical treat- 
ment, 199 


Magnamycin, effect on protozoa and sperma- 
tozoa, 191 

— in urinary tract infections, 230 

Measles, therapeutic doses of 
globulin in, 192 

Meconium embolism, experimental, release of 
anticoagulant during shock of, 237 

Medopaque-H as medium hystero- 
salpingography and hysterography, 262 

Membrane, tectorial, anatomy and function, 
new theory of hearing based on, 229 

Men.ngitis, meningococcal, large doses of 
penicillin in, comparison with “‘gantrisin’’, 


gamma 


3 

—, uberculous, isoniazid treatment in chil- 
€-en, 199 

—, —, mode of action of streptomycin in re- 
! Pr cerebrospinal-fluid sugar changes 
in, 19 

Meringo-encephalitis, benign, isolation of 
Coxsackie virus in, 192 : 

Mental activity in infants, clinical tests, 251 

-— deficiency, toxoplasmosis in relation to, 


245 

Metabolism, 202-3 

—, cerebral, effects of intravenous benzazo- 
line on, 185 

Metal poisoning, see Heavy-metal 

Methantheline bromide, effects on bladder, 
231 

——, — — pain and antral gastric motility 

in duodenal ulcer, 208 

Methylandrostenediol, effect on adrenal 
atrophy due to cortisone injection and on 
anti-inflammatory action of cortisone, 233 

Methyltestosterone, effect on adrenal atrophy 
due to cortisone injection and on anti- 
inflammatory action of cortisone, 233 

Methylthiouracil and thyroxine in thyrotoxi- 
cosis, 232 

Migraine in children, 253 

Milk, see Sour-milk 

Mitral stenosis, see Heart 

Mongolism, hand in, 245 
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Morbus caeruleus, analysis of 200 anasto- 
motic operations for, 215 

Morphine, antidiuretic action, mechanism, 
186 

—, effect on pancreas, 186 

Mortality, see Death 

Motor neurone disease, clinico-anatomical 
study, 244 

Mouth carcinoma, ‘ prophylactic” block 
dissection of cervical lymph nodes in, 204 

Mucoprotein, gastric, and Castle’s intrinsic 
factor, 225 

Mumps encephalitis, therapeutic doses of 
gamma globulin in, 192 

Muscle, skeletal, effect of cortisone on re- 
generation after injury, 177 

—,—, — — denervation on 
after injury, 177 

—, —, — — electrical stimulation on blood 
flow and temperature of, 239 

Mycobacterium tuberculosis, attenuated living 
cultures, induction of immunity in mice by 
vaccination with, 194 

— —, isoniazid-resistant 
ment and stability, 182 

— —, killed, immunity of mice inoculated 
with, 194 

— —, mitochondria and nuclei of, 182 

— —, multiplication and survival in organs 
of mice, 194 

Myelography in diagnosis of spinal-cord 
metastases of primary cerebral tumours, 
260 

Myelopathy, transverse, in children, 253 

Myopathy, familial ocular, and external 
ophthalmoplegia, 244 


regeneration 


strains, develop- 


“* Neo-penil ’’, see Penethamate hydriodide 

Nephrectomy in renal aplasia and atrophy, 
230 

Nephritis, glomerular, intermittent cortico- 
trophin or oral cortisone in, 230 

Nephrosis, intermittent corticotrophin or 
oral cortisone in, 230 

Nerve biock, stellate ganglion, in acute focal 
cerebral infarction, 242 

Neurofibroma, painful postoperative, ultra- 
sound therapy, 239 

Neurology and neurosurgery, 240-4 

Neurosis, compensation, psychiatrist and, 


245 
Nicotinic alcohol, see ‘‘ Roniacol ”’ 
p-Nitrophenol, urinary excretion after ex- 
posure to parathion, 255 
Noradrenaline in acute hypotensive states, 


237 

““Nullapon ”’, see Calcium ethylenediamine- 
tetraacetate, 404 

No. 48-80, long-acting vasodepressor drug, 
pharmacology, 184 

Nutrition, 202-3 

Nylon in arthroplasty of hip, 239 

— prosthesis in lesions of shoulder, elbow 
and finger, 239 


Obesity, carbohydrate metabolism in, 203 

—, psychogenic, in children, 245 

Oculomotor function disturbances in extra- 
dural haemorrhage, 242 

Oedema, medial, of aortic wall causing rup- 
ture, 180 

Oesophagus, distal, venous drainage of, 206 


— pressure variations in normal subjects and | 


in cardiospasm, 205 

— varices, emergency treatment of massive 
haemorrhage from, 205 

Ophthalmoplegia, external, familial ocular 
myopathy and, 244 

Optic chiasma tumours, 
graphy in, 241 

Orthopaedics, 237-9 

Osteoarthritis, tissue therapy in, 235 

Osteomyelitis, acute haematogenous, peni- 
cillin treatment, 238 

—,—, penicillin concentration in bone 
marrow in treatment of, 238 

Osteoporosis, erythrocyte sedimentation rate 


cerebral angio- 


in, 178 
Otorhinolaryngology, 229 


Ovary agenesis and pterygium syndrome, 
history and symptoms, 232 

Oxygen consumption, myocardial, effect of 
exercise on, 216 

— content of blood in various types of heart 
disease, 211 


Paediatrician of Balearic Islands in time of 
Louis XV, 264* 

Paediatrics, 250-3. For details see Children; 
Infants 

Pain in duodenal ulcer, effect of methanthe- 
line bromide on, 208 

— — peptic ulcer, mechanism, 207 

—, intractable, of phantom limb, antero- 
lateral chordotomy for, 240 

Pancreas, effect of morphine on, 186 

— function in psoriasis, 248 

Pancreatitis, acute haemorrhagic, human 
serum albumin treatment, 204 pes 

Paralysis after saddle-block analgesia in 
obstetrics, 258 

Parathion exposure, urinary excretion of 
p-nitrophenol after, 255 

— poisoning, ‘‘ buscopan " treatment, 255 

Parkinson’s disease, ‘‘ kemadrin’’ therapy, 


242 

Pathology, 177-81 

Pemphigus vulgaris, corticotrophin and corti- 
sone in, 248 ’ 

Penethamate hydriodide in bacterial pneu- 
monia, comparison with procaine peni- 
cillin, 227 

— —-—chronic bronchopulmonary 
tions, 226 

Penicillin action, modification by presence 
of antibodies, 190 : : 

—, benzyl, diethylaminoethyl ester hydrio- 
dide, see Penethamate hydriodide 

— -erythromycin resistance of staphylococci, 
190 

— in acute haematogenous osteomyelitis, 2 38 

— — — osteomyelitis, concentration in bone 
marrow, 238 

— — streptococcal tonsillitis and pharyn- 
gitis, 229 

—, large doses in meningococcal meningitis, 
comparison with ‘ gantrisin ”’, 193 

—, procaine, in bacterial pneumonia, com- 
parison with penethamate hydriodide, 22 

— prophylaxis of conjunctivitis in newborn, 
comparison with silver nitrate, 250 

Peptic ulcer, see Ulcer : 

Pericarditis, chronic constrictive, with rheu- 
matic heart disease, diagnosis, 213 ’ 

—, tuberculous, pneumopericardium in, 
follow-up study, 213 

Pericardium tumours, secondary, 211 

Pethidine, action as histamine liberator and 
triple response, 184 

Phantom limb,. antero-lateral chordotomy 
for intractable pain of, 240 

Pharmacology, 184-7 

Pharyngitis, streptococcal: penicillin, aureo- 
mycin, and terramycin in, 229 

Phenobarbitone poisoning, acute, in a chil- 
dren’s home, 257 ae 

— —, amphetamine and picrotoxin in, 257 

Phenylbutazone, effect on water and electro- 
lyte excretion, 187 

— in rheumatism, 235 

— injection in rheumatic disorders, 235 

Phonocardiogram and_ electrocardiogram, 
chronological relation between, 211 

Picrotoxin in phenobarbitone poisoning, 257 

Pityrosporum ovale and scaly conditions of 
scalp, 248 

Pleurodynia, epidemic, clinical and epidemio- 
logical study, 192 

Pneumococci resistant to erythromycin, 189 

Pneumonia, bacterial, penethamate hydrio- 
dide in, comparison with procaine peni- 
cillin, 227 

—, bronchiectasis in, bronchographic study, 
228 

Pneumonitis, chronic, penethamate hydrio- 
dide in, 226 

Pneumonolysis, extrapleural, 
plombage, evaluation, 195 

Pneumopericardium in tuberculous pericar- 
ditis, follow-up study, 213 
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Poliomyelitis, anatomical approach to, 177 

—, therapeutic doses of gamma globulin in, 
192 

Posture, erect, in cholecystography, diag- 
nostic value, 262 

Pott’s disease, erythrocyte sedimentation 
rate in, 178 

Priodax medium in cholecystography, 
261 

Priscoline see Benzazoline 

Procaine penicillin, see Penicillin, procaine 

isoPropyl chloride, anaesthetic properties, 
258 

Prostatectomy, Hryntschak’s technique, 231 

Protoveratrine, effect on renal function, 185 

Protozoa, effect of magnamycin on, 191 

Pruritus vulvae, hydrocortisone ointment in, 
240 

Psoriasis, hydrocortisone ointment in, 246 

—, pancreatic function in, 248 

—, relation to rheumatoid arthritis, 248 

Psychiatry, 245 

Pterygium syndrome and ovarian agenesis, 
history and symptoms, 232 

Public health, 254-6 

Pulmonary stenosis, see Heart 

Pyrimethamine, see ‘“* Daraprim ” 


Radioactive contamination, removal from 
hands, 256 

Radiology, 260-3 

Recklinghausen’s _—_— in children, 253 

Rectography, technique, 262 

Rectum carcinoma, analysis of cases, 210 

Reflex, carotid sinus, and angina pectoris, 215 

Respiration, air currents in, clinical aspects, 
229 

—, architectural basis, 226 

Respiratory infections in children, 
vaire ’ aerosol mist for, 251 

— system, 226-8 

Rheumatic diseases, 235-6. See also 
Arthritis, rheumatoid; Carditis, rheumatic 

— —, phenylbutazone injection in, 235 

** Roniacol ” in peripheral vascular disease, 
use and limitations, 221 

Rubella prophylaxis’ with 
rubella gamma globulin, 183 


ale- 


convalescent 


Salicylazosulphapyridine in ulcerative colitis, 
210 

Salicylic acid poisoning due to absorption 
throygh skin, 247 

Sarcoidosis, pulmonary, 
function in, 
therapy, 227 

Sarcoma, osteogenic, external radiation in, 
263 

Scalp, seborrhoeic conditions, Pityrosporum 
ovale and, 248 

Schoenlein-— syndrome, corticotrophin 
and cortisone in, 223 

Scleroderma, diffuse progressive, treatment, 
246 

Sclerosis, amyotrophic lateral, 244 

—, disseminated, low-fat diet in, 240 

see Calcium ethylenedia- 
minetetraacetate 

Shock after pulmonary embolism or myo- 
cardial infarction, noradrenaline in, 237 

— due to experimental meconium embolism, 
release of anticoagulant during, 237 

Shoulder prosthesis of nylon, 239 

Silicosis in dusty trades, evaluation of risk, 

256 

Silver nitrate prophylaxis of conjunctivitis 
in newborn, comparison with penicillin, 250 

Sinus, carotid, effect of compression on dura- 
tion and character of attacks of angina 
pectoris, 215 

Skin diseases, local effects of cortisone and 
hydrocortisone i in, 246 

— eruptions due to drugs, Civatte’s colloid 
grains and corpuscles in, 246 

— infections, terramycin ointment in, 

— lesions in organic brain disease, 241 

Sleep habits and tuberculosis, 196 

—, stimuli causing awakening from, 240 

Sour-milk products, antibiotic properties, 191 

Spermatozoa, effect of magnamycin on, 191 


cardio-pulmonary 
modification by cortisone 


247 


SUBJECT INDEX 


Spinal cord tumours metastatic from brain, 
myelographic demonstration, 260 
Spine, cervical, non-traumatic dislocation, 


237 

Spleen, venous drainage of, 206 

Spondylitis, ankylosing, phenylbutazone 
injection in, 235 

—,—, tissue therapy in, 235 

Staphylococci resistant to erythromycin, 189 

penicillin— and streptomycin—ery- 
thromycin combinations, 190 

Steatorrhoea, idiopathic: symptoms, signs, 
and diagnostic features, 202 

Stellate, ganglion block in cerebral vascular 
disease, 242 

Stilbene derivatives in blastomycosis, 193 

Stomach, see also Gastrectomy 

—antrum, motility in duodenal ulcer, 
effect of methantheline bromide on, 208 

—— cramp on exertion in peptic ulcer, 207 

— dilatation, acute postoperative, 206 

— ulcer, see Ulcer, gastric 

— varices, 206 

—, venous drainage of, 206 

Stone, renal, calcium ethylenediamine- 
tetraacetate to dissolve, 254 

Streptococci resistant to erythromycin, 189 

Streptomycin combined with erythromycin, 
resistance of staphylococci to, 190 

—, mode of action in relation to changes in 
cerebrospinal-fluid sugar in tuberculous 
meningitis, 198 

—, parenteral, in lupus vulgaris, 248 

— potency, effect of hydrazides on, 188 

Suction, pneumatic, of legs, for controlled 
hypotension in neurosurgery, 259 

Sulphafurazole, see Gantrisin ” 

Sulphone, non-toxic, in leprosy, 200 

Supersonics, see Ultrasound 

Sympathectomy in arterial block in leg, 
growth of collateral arterial circulation 
after, 218 

— — hypertension, review of cases, 219 


Teeth, caries of, effect of fluoridation of 
public water supply on, 254 

Telepaque ” medium 
graphy, 261 

Tenosynovitis, tuberculous, surgical excision 
in, 199 

Terramycin in streptococcal tonsillitis and 
pharyngitis, 229 : 

—-— urinary infections, 230 

— ointment in skin infections, 247 

Testis tumours, clinical prognosis, 231 

Testosterone in skeletal metastases of breast 
carcinoma, survival time after, 249 

Thiopentone. rectal administration to chil- 
dren, 259 

Thrombo- -angiitis obliterans, diagnosis and 
classification, 218 

Thromboplastin component of plasma, 
haemophilia-like disease due to deficiency 
of, 22 

intra-auricular, in mitral steno- 
sis, 217 

— of internal carotid artery in neck causing 
stroke, 243 

Thumb contracture in infants, 238 

Thyroid function, urinary excretion of radio- 
active iodine as clinical test of, 232 

— tumours, undifferentiated, reconsideration 
of, 179 

Thyrotoxicosis, 
roxine in, 232 

Thyroxine and methylthiouracil in thyrotoxi- 


cholecysto- 


methylthiouracil and thy- 


cosis, 232 
Tissue therapy in rheumatoid arthritis, 
osteoarthritis, and ankylosing spondy- 
litis, 235 


Tonsillitis, streptococcal : penicillin, aureo- 
mycin, and terramycin in, 229 

Toxicology, 257 

Toxoplasmosis in relation to 
ficiency, 245 


mental de- 


Trachea angulation in radiological differen- 
tiation of inflammatory disease and carci- 
noma, 260 

Traumatic surgery, 237-9 

Trichlorethylene, and analgesic 
properties, 258 


Trigger thumb in infants, 238 

Tropical medicine, 200-1 

Tubercle bacillus, see Mycobacterium iiliia? 
culosis 

Tuberculoma and rounded foci in pane, 179 

Tuberculosis, 194-9. See also B.C.G 

—, experimental, immunity with inoculation 
of attenuated living cultures of and with 
killed Myco. tuberculosis, 194 

—, meningeal, see Meningitis, tuberculous 

— of cervical lymph nodes, surgical treat- 
ment, 199 

—, pulmonary, angulation of trachea in, 260 

—, —, chemotherapy in plonned treatment 
regimens for, 1 

—, —, development of resistance to isoniazid 
in, 198 

—,—,extrapleural pneumonolysis 
lucite plombage in, 195 

—, —, in right upper lobe with involvement 
of interlobar pleura, 196 

—, —, isoniazid treatment, 197 

—, —, lung resection in, present status, 196 

—, —, sleep habits and, 196 

“ Tween 80”’, effect on alterations of intes- 
tinal absorption in ulcerative colitis, 209 


with 


Ulcer, duodenal, effect of methantheline 
bromide on pain and antral gastric motility 
in, 208 

—, gastric, visualization using hydrogen 
peroxide in contrast medium, 260 

—, peptic, epigastric cramp on exertion in, 
207 

—,—, experimental production in dog, 208 

—, gastrectomy and vagotomy in, 
follow-up study, 207 

—,—, mechanism of pain in, 207 

—, —, surgical policy for, 207 

Ultrasound therapy of painful postoperative 
neurofibroma, 2 

Urinary tract infections, magnamycin in, 230 

— — —, terramycin in, 230 

Urogenital system, 230-1 

Uterus cervix carcinoma, radiotherapy, 
results (1919-45) at Curie Foundation, 263 


Vaccination, B.C.G., intracutaneous, varia- 
tion in technique, 195 

Vagotomy in peptic ulcer, follow-up study, 
207 

Varix, gastric, 206 

—, oesophageal, emergency treatment of 
massive haemorrhage from, 205 

Vascular disease, cerebral, stellate-ganglion 
block in, 242 

— —, peripheral, ‘‘ roniacol ” treatment, use 
and limitations, 221 

Vasodepressor drug, 
cology, 184 

Vein(s) grafts, autogenous, 
arterial defects, 219 

—,,Vvaricose, pathogenic study, 219 

Venography, hepatic, in man, 262 

Veratrum viride, sce Protoveratrine ; 
loid”’ 

Veriloid continuous intravenous infusion 
in malignant hypertension and hyper- 
tensive enc ephalopathy, 220 

— in hypotensive doses, effect on renal 
function in arterial hypertension, 221 

“Versene”’, see Calcium ethylenediamine- 
tetraacetate 

Vibration perception, effect of diabetes 
mellitus on, quantitative study, 234 

Vitamin By with normal gastric juice treated 
with receptor- Gestenying enzyme in per- 
nicious anaemia, 225 

Vitelline duct remnants, clinical analysis, 251 
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Water and electrolyte excretion, effect of 
phenylbutazone on, 187 

— supply, public, effect of fluoridation on 
prevalence of dental caries, 254 

Wheat factor deleterious in coeliac disease 
and other nutritional and intestinal dis- 
orders, 202 
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